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=> d his ful 



(FILE 'HOME' ENTERED AT 17:31:19 ON 28 SEP 2005) 



FILE 'REGISTRY' ENTERED AT 17:31:43 ON 2 8 SEP 2 005 



L3 STR 

L4 4 SEA SSS SAM L3 

L5 638 SEA SSS FUL L3 

L8 STR L6 

L10 STR L3 

Lll 2 86 SEA SUB=L5 SSS FUL L10 AND L8 



FILE 'HCAPLUS' ENTERED AT 17:39:11 ON 28 SEP 2005 
L12 12 SEA ABB = ON PLU=ON Lll 

D STAT QUE 

D IBIB ABS HITSTR L12 1-12 

L13 334 SEA ABB=ON PLU=ON ("BAXTER ANDREW " / AU OR "BAXTER ANDREW 

D"/AU OR "BAXTER ANDREW DAVID ROTHWELL " /AU OR "BAXTER ANDREW 
DOUGLAS "/AU OR "BAXTER ANDREW G"/AU OR "BAXTER ANDREW J"/AU OR 
"BAXTER ANDREW J G"/AU OR "BAXTER ANDREW JOHN"/AU OR "BAXTER 
ANDREW JOHN GILBEY" /AU OR "BAXTER ANDREW JOHN GILBY"/AU OR 
"BAXTER ANDREW W"/AU) OR ("BAXTER A"/AU OR "BAXTER A C"/AU OR 
"BAXTER A D"/AU OR "BAXTER A G"/AU OR "BAXTER A J"/AU OR 
"BAXTER A J G"/AU OR "BAXTER A L"/AU OR "BAXTER A LESLEY" /AU 
OR "BAXTER A M"/AU OR "BAXTER A N"/AU OR "BAXTER A S"/AU) 

L14 25 SEA ABB = ON PLU=ON "BROUGH S"/AU OR ("BROUGH STEPHEN" /AU OR 

"BROUGH STEPHEN J"/AU OR "BROUGH STEPHEN JOHN"/AU OR "BROUGH 
STEVE "/AU) 

L15 39 SEA ABB=ON PLU=ON ("FAULL A W"/AU OR "FAULL ALAN"/AU OR 

"FAULL ALAN W"/AU OR "FAULL ALAN WELLINGTON" /AU) 

L16 29 SEA ABB=ON PLU=ON ( "MCINALLY T"/AU OR "MCINALLY THOMAS"/AU 

OR "MCINALLY TOM"/AU) 

L17 1 SEA ABB = ON PLU=ON L13 AND L14 AND L15 AND L16 

LI 8 0 SEA ABB = ON PLU=ON L17 NOT L12 

L19 13 SEA ABB = ON PLU=ON L13 AND (L14 OR L15 OR L16) 

L2 0 11 SEA ABB = ON PLU=ON L14 AND (L15 OR L16) 

L21 1 SEA ABB = ON PLU=ON L15 AND L16 

L22 14 SEA ABB = ON PLU=ON (L18 OR L19 OR L20 OR L21) NOT L12 

D STAT QUE L22 NOS 

D IBIB ABS HITSTR L22 1-14 
L23 63 SEA ABB=ON PLU=ON (L14 OR L15 OR L16) NOT (L12 OR L22) 

D STAT QUE L23 NOS 

D IBIB ABS L23 1-63 
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Please note that search-term pricing does apply when 
conducting SmartSELECT searches . 
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*************************************************************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 

*************************************************************** 



Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 



Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www . cas . org/ ONLINE/DBSS/registryss . html 



FILE HCAPLUS 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 28 Sep 2005 VOL 143 ISS 14 
FILE LAST UPDATED: 27 Sep 2005 (20050927/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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=> fil hcaplus 

FILE 'HCAPLUS' ENTERED AT 17:39:11 ON 2 8 SEP 2 005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 28 Sep 2005 VOL 143 ISS 14 
FILE LAST UPDATED: 27 Sep 2005 (20050927/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> d stat que 



L3 


STR 


24 25 


10 


0 Cy 


G2 

ill 


H2N'V-C^-Hy-^ 




23 22 6 


7 8 9 



VAR G2=0/S 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 



GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 9 



STEREO ATTRIBUTES: NONE 

L5 63 8 SEA FILE=REGISTRY SSS FUL L3 

L8 STR 



24 10 

O G2 

H2N^C Gl^N^vC-v/vNH2 

23 22 26 7 8 9 



@2 8 

©27 J^ S H. ©29 
C U C 

* I 

C^AAA C 

©31 ©3 0 



VAR Gl=28/29/30/3l/27 
VAR G2=0/S 
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NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 

STEREO ATTRIBUTES: NONE 
L10 STR 

24 10 
0 G2 

III 6 :|| 

H2N^ Hy-^ N^v c-w NH2 
23 22 J 7 8 9 




VAR G2=0/S 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 14 

STEREO ATTRIBUTES: NONE 

Lll 286 SEA FILE-REGISTRY SUB=L5 SSS FUL L10 AND L8 

L12 12 SEA FILE=HCAPLUS ABB=ON PLU=ON Lll 



= > 
= > 

=> d ibib abs hitstr 112 1-12 

L12 ANSWER 1 OF 12 HCAPLUS COPYRIGHT 2 0 05 ACS on STN 
ACCESSION NUMBER: 2005:6322 64 HCAPLUS 

DOCUMENT NUMBER: 143:146724 

TITLE: Thienopyridine compounds as IkB kinase 

inhibitors 

INVENTOR(S): Horiguchi , Yoshiaki; Matsumoto, Takahiro; Hosono, 

Hiroshi; Kawamoto, Tomohiro 
PATENT ASSIGNEE (S): Takeda Chemical Industries, Ltd., Japan 

SOURCE: Jpn. Kokai Tokkyo Koho, 122 pp. 

CODEN: JKXXAF 
DOCUMENT TYPE: Patent 
LANGUAGE: Japanese 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 
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PATENT NO. KIND DATE APPLICATION NO. DATE 

A2 20050721 JP 2003-435023 20031226 

JP 2003-435023 20031226 



R3 




JP 2005194198 
PRIORITY APPLN. INFO.: 
GI 



AB The invention provides thienopyridine compds . I (Rl, R2 , R3 , R4 = H, 
substituent ; R5 = substituent) or their salts or prodrugs as IkB 
kinase inhibitors for treatment of diabetes and related disease. For 
example, 3-amino-6- (4 -aminopiperidin- 1-yl) -4- (2-furyl) thieno [2,3- 
b]pyridine-2-carboxamide was prepared, and examined for its inhibitory effect 
on IkB kinase, TNFa, and NHkB transcription in vitro. 

Also, a capsule containing 3-amino-4- (3 -furyl) 6 -piperidin-l-ylthieno [2 , 3 - 
b] pyridine -2 -carboxamide 30 mg/capsule was formulated. 
IT 858643-88-6P 858643-89-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(thienopyridine compds. as IkB kinase inhibitors) 
RN 858643-88-6 HCAPLUS 

CN Thieno [2 , 3-b] pyridine -2 -carboxamide, 3 - [ (aminocarbonyl) amino] -4 -phenyl -6- 
[3- (trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 858643-89-7 HCAPLUS 

CN Thieno[2, 3 -b] pyridine- 2 -carboxamide, 3- [ (aminocarbonyl) amino] -6- (3- 
fluorophenyl) -4 -phenyl- (9CI) (CA INDEX NAME) 
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L12 ANSWER 2 OF 12 HCAPLUS COPYRIGHT 2 005 ACS on STN 
ACCESSION NUMBER: 2005:101587 HCAPLUS 

DOCUMENT NUMBER: 142:32 9317 

TITLE: Attenuation of murine collagen- induced arthritis by a 

novel, potent, selective small molecule inhibitor of 
IkB kinase 2, TPCA-1 (2 - [ (aminocarbonyl) amino] -5 - 
(4 -f luorophenyl) -3 -thiophenecarboxamide) , occurs via 
reduction of proinflammatory cytokines and 
antigen-induced t cell proliferation 

AUTHOR(S): Podolin, Patricia L.; Callahan, James F.; Bolognese, 

Brian J.; Li, Yue H.; Carlson, Karey; Davis, T. Gregg; 
Mellor, Geoff W. ; Evans, Christopher; Roshak, Amy K. 

CORPORATE SOURCE: Respiratory and Inflammation Center of Excellence for 

Drug Discovery, GlaxoSmithKline , King of Prussia, PA, 
USA 

SOURCE: Journal of Pharmacology and Experimental Therapeutics 

(2005) , 312 (1) , 373-381 

CODEN: JPETAB; ISSN: 0022-3565 
PUBLISHER: American Society for Pharmacology and Experimental 

Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB Demonstration that IkB kinase 2 (IKK-2) plays a pivotal role in the 
nuclear f actor-icB-regulated production of proinflammatory mols. by 
stimuli such as tumor necrosis factor (TNF) -a and interleukin (IL) -1 
suggests that inhibition of IKK-2 may be beneficial in the treatment of 
rheumatoid arthritis. In the present study, we demonstrate that a novel, 
potent (IC50 = 17.9 nM) , and selective inhibitor of human IKK-2, 
2- [ (aminocarbonyl ) amino] -5- (4 - f luorophenyl ) -3 -thiophenecarboxamide 
(TPCA-1) , inhibits lipopolysaccharide-induced human monocyte production of 
TNF -a, IL-6, and IL-8 with an IC50 = 170 to 320 nM. Prophylactic 
administration of TPCA-1 at 3 , 10, or 20 mg/kg, i.p., b.i.d., resulted in 
a dose -dependent reduction in the severity of murine collagen-induced 
arthritis (CIA) . The significantly reduced disease severity and delay of 
disease onset resulting from administration of TPCA-1 at 10 mg/kg, i-p-, 
b.i.d. were comparable to the effects of the antirheumatic drug, 
etanercept, when administered prophylactically at 4 mg/kg, i.p., every 
other day. Nuclear localization of p65, as well as levels of IL-lp, 
IL-6, TNF-a, and interf eron-y , were significantly reduced in 
the paw tissue of TPCA-1- and etanercept-treated mice. In addition, 
administration of TPCA-1 in vivo resulted in significantly decreased 
collagen-induced T cell proliferation ex vivo. Therapeutic administration 
of TPCA-1 at 2 0 mg/kg, but not at 3 or 10 mg/kg, i.p., b.i.d., 
significantly reduced the severity of CIA, as did etanercept 
administration at 12.5 mg/kg, i.p., every other day. These results 
suggest that reduction of proinflammatory mediators and inhibition of 
antigen-induced T cell proliferation are mechanisms underlying the 
attenuation of CIA by the IKK-2 inhibitor, TPCA-1. 

IT 507475-17-4 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(antiarthritic activity of small mol . inhibitor of IkB kinase 2, 
TPCA-1, via reduction of proinflammatory cytokines and antigen- induced T 
cell proliferation) 
RN 507475-17-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (4 -f luorophenyl) - (9CI) 
(CA INDEX NAME) 



Page 4 



Truong 09_868884 




REFERENCE COUNT: 



4 0 THERE ARE 40 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L12 ANSWER 3 OF 12 HCAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 606462 HCAPLUS 
141:157027 

Preparation of thiophenylcarboxamides as IKK-2 

inhibitors for the treatment of inflammatory diseases, 

Faull, Alan Wellington; Johnstone, Craig; Morley, 

Andrew David; Poyser, Jeffrey Philip 

Astrazeneca Ab, Swed. ; Astrazeneca UK Limited 

PCT Int. Appl. , 59 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2004063186 Al 20040729 WO 2004-GB96 20040113 

W: AE, AE, AG, AL, AL, AM, AM, AM, AT, AT, AU, AU, AZ , AZ , BA, BB, 

BG, BG, BR, BR, BW, BY, BY, BZ, BZ , CA, CH, CN, CN, CO, CO, CR, 

CR, CU, CU, CZ, CZ, DE, DE, DK, DK, DM, DZ , EC, EC, EE, EE, EG, 

ES, ES, FI, FI, GB, GD, GE , GE, GH, GH, GH, GM, HR, HR, HU, HU, 

ID, IL, IN, IS, JP, JP, KE, KE, KG, KG, KP, KP, KP, KR, KR, KZ, 

KZ, KZ, LC, LK, LR, LS , LS , LT, LU, LV, MA, MD, MD, MG, MK, MN, 

MW, MX, MX, MZ 

PRIORITY APPLN. INFO.: SE 2003-92 A 20030115 

OTHER SOURCE (S): MARPAT 141:157027 

GI 
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AB Title compds. I [Rl = H f CH3 ; R2 = H, halo, CN, etc.; R3 , R4 - H, CH3 ; A = 

6-membered aromatic ring optionally incorporating one or two nitrogen atoms; 
X = NR6; R5 = H, CI, alkyl, etc.; R6 = H, CI, alkyl] and their 
pharmaceutically acceptable salts were prepared For example, Pd mediated 
coupling of 2 - [ (aminocarbonyl) amino] -5-bromothiophene-3 -carboxamide and 
bromide II, e.g., prepared from 4 -bromobenzylbromide and 

2 , 2 , 2 -trif luoroethylamine, afforded thiophenylcarboxamide III. In IKK-2 
filter kinase inhibition assays, 4 -examples of compds. I exhibited IC50 
values ranging from 0.00056-0.066 i±M, e.g., the IC50 value of 
thiophenylcarboxamide III was 0.0036 \xM. Compds. I are claimed useful 
for the treatment of inflammatory diseases. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of thiophenylcarboxamides as IKK-2 inhibitors for the treatment 
of inflammatory diseases.) 
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RN 728947-61-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5 - [4- [[(2,2,2- 
trif luoroethyl) amino] methyl] phenyl] - (9CI) {CA INDEX NAME) 




CH2 — NH — CH2— CF3 



RN 728947-62-4 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ [ (1- 
methylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




CH2-NHPr-i 



RN 728947-63-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5- [4 - [ [bis (2 - 
methoxyethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



CH2~ CH2 — OMe 




CH2~ N- CH2~ CH2~ OMe 



RN 728947-64-6 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ ( aminocarbonyl ) amino] - 5 - [4 - [ [ethyl ( 2 - 
methoxyethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 72 894 7-65-7 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- 
[ (dime thy lamino) methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 728947-66-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 

methoxyethyl) (2 , 2 , 2 -trif luoroethyl) amino] methyl] phenyl] - (9CI) (CA INDEX 
NAME) 




RN 728947-67-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl) amino] -5- [4 -[[ (2 - 
methoxyethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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CH2- NH- CH 2 - CH2- OMe 



RN 728947-68-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ ( ami nocarbonyl) amino] -5- [4- [ [ [2- (lH-indol-3 - 
yl) ethyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



H 




RN 728947-69-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- 
[ (methylamino) methyl] phenyl] - (9CI) (CA INDEX NAME) 



H2N-C-NH. 




CH 2 ~NHMe 



H 2 N- C 
O 

RN 728947-70-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ ( aminocarbonyl ) amino] - 5 - [4 - 

[ (eye lopropylamino) methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 728947-71-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ (2R) -2- 
hydroxypropyl] amino] methyl] phenyl] - (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 




RN 728947-72-6 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5- [4 - [ [ [ (2S) -2 - 
hydroxypropyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 728947-73-7 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ ( tetrahydro-2 - 
f uranyl) methyl] amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 
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CH2~ NH— CH2 




NH— C— NH2 



NH 2 



728947-74-8 HC APLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4 - [ [ [ (4 - 
fluorophenyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




728 947-75-9 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [4- [ [ [3- (2-oxo- 
pyrrolidinyl) propyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




72 8947-76-0 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4 - [ [ (1- 
naphthalenylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 728947-77-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [2- (4- 

chlorophenyl) -1- (hydroxymethyl ) ethyl] amino] methyl] phenyl] - (9CI) (CA 
INDEX NAME) 




RN 728947-78-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- 

[ (cyclopentylamino) methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 728947-79-3 HCAPLUS 
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3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4 - [ [ (3- 
pyridinylmethyl ) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




72 8947-80-6 HCAPLUS 

3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5-[4-[[[2-(2- 
pyridinyl) ethyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




72 8947-81-7 HCAPLUS 

3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5- [4 - [ [ (2 -hydroxy- 1 , 1- 
dimethylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




728947-82-8 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- [ [ (1,2- 
diphenylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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72894 7-83-9 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [(2-methoxy 
methylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




CH2~ NH— CH— CH2™ OMe 



728947-84-0 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [(2 -hydroxy 
methylethyl ) amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




72 8 94 7-85-1 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ (2- 
methylphenyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 72 8947-86-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ [ [ (3- 

methoxyphenyl ) methyl] amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




RN 72 894 7-87-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ (2- 

f luorophenyl) methyl] amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




RN 72 8947-88-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ (3- 

f luorophenyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 728947-89-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5- [4 -[[ (4 - 
phenylbutyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 728947-90-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5- [4- [[[ [3 - 

(trif luoromethyl) phenyl] methyl] amino] methyl] phenyl] - (9CI) (CA INDEX 
NAME) 




RN 728947-91-9 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (5- 
cyanopentyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 728947-93-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ [ (2- 

methylpropyl) amino] methyl] phenyl] -, mono (trif luoroacetate) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 728947-92-0 
CMF C17 H22 N4 02 S 
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CH2-NHBu-i 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— C~ CO2H 
F 

RN 728947-94-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ [ (4- 

me thoxyphenyl) methyl] amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




RN 728947-95-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 - [ (aminocarbonyl ) amino] -5 - [4 -[[ (2 - 
phenylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




CH2- NH— CH2— CH2~ Ph 



RN 728947-97-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 

hydroxyethyl) amino] methyl] phenyl] -, mono (trif luoroacetate) (salt) (9CI) 

Page 17 

i 
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(CA INDEX NAME) 
CM 1 

CRN 728947-96-4 
CMF CIS H18 N4 03 S 




CH2~ NH- CH2~ CH2~ OH 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— C~ C02H 
F 

RN 728947-98-6 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [4- [ [ (2 -methoxy-2 - 
methylpropyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 

OMe 




RN 728947-99-7 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ [ (4- 

fluorophenyl (methyl ] methylamino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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H 2 N~ C— NH 



RN 728948-00-3 HCAPLUS 

CN 2-Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- [4- [ [methyl [2- (2- 
pyridinyl) ethyl] amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 



Me 




H2N-C- 



RN 728948-01-4 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- [4- [ [methyl (2 - 
pyridinylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N— C— NH 



RN 728948-02-5 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- 

[ [methyl (phenylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N-C-NH 



RN 728948-03-6 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl ) amino] -5- [4- [ [ethyl (2- 
methoxyethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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Et 




H2N— C- NH 



RN 728948-04-7 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [(2- 

methoxyethyl) methylamino] methyl] phenyl] - (9CI) (CA IISFDEX NAME) 



Me 




H2N— C- NH 



RN 728948-05-8 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 

cyanoethyl) (phenylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



CH2~ Ph 




H 2 N— C- NH 



RN 728948-06-9 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 

cyanoethyl) methylamino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N- C- NH 
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RN 728948-07-0 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3 - [ (aminocarbonyl ) amino] -5 - [4 - [ [ (2 -methoxyethyl) (1 
methylethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



i-Pr 




H2N— C— NH 



RN 72 8 94 8-08-1 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ [ (3- 

methoxyphenyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




H2N~ C-NH 



RN 72 894 8-09-2 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ (2 -methoxyethyl) (2 
pyridinylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



CH2-CH2— OMe 




H2N— C— NH 



RN 72 894 8-10-5 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3 - [ (aminocarbonyl) amino] -5- [4 - [ [ [ (3 , 5 -dimethyl - 1H- 
pyrazol-4-yl)methyl]methylamino]methyl]phenyl] - (9CI) (CA INDEX NAME) 
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H2N— C— NH 



RN 728948-11-6 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [methyl [( 3 -methyl -5- 
isoxazolyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N— C- NH 



RN 728948-12-7 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3 -[ (aminocarbonyl) amino] -5- [4- [[ (2 - 

hydroxyethyl ) me thy lamino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N— C— NH 

RN 728948-13-8 HCAPLUS 

CN 2 - Thiophenecarboxamide , 3 - [ ( aminocarbonyl ) amino] - 5 - [4 - [ [ ( 2 - 
methoxyethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




H2N— C" NH 



RN 728948-14-9 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [methyl (tetrahydro- 
1, l-dioxido-3-thienyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 
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Me 0 




H 2 N~ C— NH 



RN 728948-15-0 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- [4- [ [ (2- 

hydroxyethyl) (phenylmethyl) amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 



CH2— Ph 




H 2 N- C- NH 



RN 728948-16-1 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- [4- [ [ [ (tetrahydro-2 - 
furanyl) methyl] amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



0 




RN 728948-17-2 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [ [ (2 -methoxy-2 - 
methylpropyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



OMe 




H2N— C— NH 



RN 728948-18-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (3- 
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methoxypropyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




72 894 8-19-4 HCAPLUS 

3-Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- 
[ (diethylamino) methyl] phenyl] - (9CI) (CA INDEX NAME) 




728948-20-7 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 
cyanoethyl) methylamino] methyl] phenyl] - (9CI) (CA INDEX NAME) 




72 8948-21-8 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 
cyanoethyl) (phenylmethyl) amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 
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CH2~Ph 




CH2 N- CH2~ CH2~ CN 



RN 728948-22-9 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2- 

hydroxyethyl ) methyl amino] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




RN 728948-23-0 HCAPLUS 

CN 3-Thiophenecarboxamide , 2 - t (aminocarbonyl) amino] -5 - [4 -[[ (2 - 

hydroxyethyl) (phenylmethyl) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



CH2™ Ph 




CH2~ N— CH2~ CH2~ OH 



RN 728948-24-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ [bis (2- 
hydroxyethyl ) amino] methyl] phenyl] - (9CI) (CA INDEX NAME) 



Page 2 5 
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CH2-CH2-OH 




CH2~ N~ CH2— CH2- OH 



IT 4 9477 3 -2 5 -OP, 2 - [ (Aminocarbonyl) amino] -5- (4 -f ormylphenyl) thiophene- 
3-carboxamide 728948-31-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of thiophenylcarboxamides as IKK-2 inhibitors for the treatment 
of inflammatory diseases.) 
RN 494773-25-0 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl ) amino] -5 - (4 -f ormylphenyl) - (9CI) 
(CA INDEX NAME) 




RN 728948-31-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (4 -f ormylphenyl) - (9CI) 
(CA INDEX NAME) 




H2N— C— NH 



L12 ANSWER 4 OF 12 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 



HCAPLUS COPYRIGHT 2 005 ACS on STN 
2004 : 606461 HCAPLUS 
141 :157026 

Preparation of thiophenylcarboxamides as IKK-2 

inhibitors for the treatment of inflammatory diseases. 

Morley, Andrew David; Poyser, Jeffrey Philip 

Astrazeneca Ab, Swed.; Astrazeneca UK Limited 

PCT Int. Appl., 4 6 pp. 
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LANGUAGE : Eng 1 i S h 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 




KIND 


DATE 




APPLICATION 


NO. 




DATE 


WO 2004063185 




Al 




20040729 




WO 2004- 


GB106 




20040113 


WO 2004063185 




CI 




20040923 














W: AE, AE, 


AG, 


AL, 


AL, 


AM, AM, 


AM, 


AT, AT, 


AU, 


AU, 


AZ, 


AZ, BA, BB, 


BG, BG, 


BR, 


BR, 


BW, 


BY, BY, 


BZ, 


BZ, CA, 


CH, 


CN, 


CN, 


CO, CO, CR, 


CR, CU, 


CU, 


cz, 


CZ, 


DE, DE, 


DK, 


DK, DM, 


DZ, 


EC, 


EC, 


EE, EE, EG, 


ES, ES, 


FI, 


FI, 


GB, 


GD, GE, 


GE, 


GH, GH, 


GH, 


GM, 


HR, 


HR, HU, HU, 


ID, IL, 


IN, 


IS, 


JP, 


JP, KE, 


KE, 


KG, KG, 


KP, 


KP, 


KP, 


KR, KR, KZ, 


KZ , KZ , 


LC, 


LK, 


LR, 


LS, LS, 


LT, 


LU, LV, 


MA, 


MD, 


MD, 


MG, MK, MN, 


MW, MX, 


MX, 


MZ 


















PRIORITY APPLN. INFO 












SE 2003- 


91 






A 20030115 



OTHER SOURCE (S): MARPAT 141:157026 

GI 



HN-CO-NH2 

Rl 




I 

Me 

III 



AB Title compds. I [Rl = H, CH3 ; R2 = H, halo, CN, etc.; X = 

C{R4R5)yNR3 (CR4R5) m-Ar ; y = n + 1 ; n = 1-3; m = 0-3; R3 = H, 
(un) substitued alkenyl, alkyl; R4 , R5 = H, alkyl with provisos; Ar = Ph 
ring or a 5- or 6- membered heterocyclic ring containing one to three 
heteroatoms, e.g., O, N, S; ] and their pharmaceutical ly acceptable salts 
were prepared For example, Pd mediated coupling of 2 - [ (aminocarbonyl ) amino] - 

5 - bromothiophene-3 -carboxamide and bromide II, e.g., prepared from 

1- bromo-2- [2 -chloroethoxy] benzene and N-methylbenzylamine , afforded 
thiophenylcarboxamide III. In IKK-2 filter kinase inhibition assays, 

6 - examples of compds. I exhibited IC50 values ranging from 0.01-1.43 
jaM, e.g., the IC50 value of thiophenylcarboxamide III was 0.04 jaM. 
Compds. I are claimed useful for the treatment of inflammatory diseases. 

IT 727741-81-3P 727741-82-4P 727741- 83 -5P , 

2- [ (Aminocarbonyl) amino] -5- [2- [2- (benzylamino) ethoxy] phenyl] thiophene-3- 
carboxamide 727741-84 -6P , 2- [ (Aminocarbonyl ) amino] -5- [2- [2- 
(benzyl-N-methylamino) ethoxy] phenyl] thiophene- 3 -carboxamide 



Page 27 



Truong 0 9_8688 84 



727741-85 -7P, 2- [ (Aminocarbonyl ) amino] -5- [2- [2- (1, 3 -dihydro-2H- 
isoindol-2-yl) ethoxy] phenyl] thiophene-3 -carboxamide 727741-86- 8P 
, 2 - [ (Aminocarbonyl) amino] -5- [2 - [ [1- (4 -f luorobenzyl) pyrrolidin-3 - 
yl] oxy] phenyl] thiophene- 3 -carboxamide 727741-87 -9P, 

2- [ (Aminocarbonyl) amino] -5- [2- ( 1-benzylpyrrolidin- 3 -yloxy) phenyl] thiophene - 

3- carboxamide 727741-88-0P, 2- [ (Aminocarbonyl) amino] -5 - [2 - [2 - [ (4 - 
f luorobenzyl) amino] ethoxy] phenyl] thiophene -3 -carboxamide 
727741- 8 9 -IP/ 2- [ (Aminocarbonyl) amino] -5- [2- [2- (pyridin-3- 
ylmethylamino) ethoxy] phenyl] thiophene-3 -carboxamide 727741-90-4P 

, 2- [ (Aminocarbonyl) amino] -5- [2- [2- (pyridin-2- 

ylmethylamino) ethoxy] phenyl] thiophene-3 -carboxamide 727741-91-5P 
, 2- [ (Aminocarbonyl) amino] -5- [2- [2- (pyridin-4- 

ylmethylamino) ethoxy] phenyl] thiophene-3 -carboxamide 727741-92-6P 
, 3- [ (Aminocarbonyl) amino] -5- [2- [2- (1, 3-dihydro-2H-isoindol-2- 
yl) ethoxy] phenyl] thiophene-2 -carboxamide 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of thiophenylcarboxamides as IKK-2 inhibitors for the treatment 
of inflammatory diseases.) 
RN 72 7741-81-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5 - [2 - [2 - [ [ (2 - 

chlorophenyl) methyl] methylamino] ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N— C 
0 



RN 
CN 



72 7 741-82-4 HCAPLUS 

3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5 - [2- [2- [[(4- 
chlorophenyl) methyl] methylamino] ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




II 



0 
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RN 727741-83-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [2- [2- 

[ (phenylmethyl) amino] ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 



Ph— CH2 - NH— CH2 ~ CH2~ 0.^. 
HoN— C— NH / S I 

H2N-C 
0 

RN 727741-84-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [2- [2- 

[methyl (phenylmethyl) amino] ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N— C 



0 

RN 727741-85-7 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- (1,3 -dihydro-2H- 
i soindol- 2 -yl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 





RN 727741-86-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [2- [ [1- [(4- 

f luorophenyl) methyl] -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 
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H 2 N-C 




N CH2 




NH-C— NH2 



RN 727741-87-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbortyl) amino] - 5- [2- [ [1- (phenylmethyl) -3- 
pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 




CH2— Ph 



RN 727741-88-0 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5 - [2 - [2 - [ [ {4 - 

f luorophenyl) methyl] amino] ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 727741-89-1 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [2- (methyl- 3- 
pyridinylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 727741-90-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [2- (methyl -2- 
pyridinylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 727741-91-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [2- [2- (methyl -4- 
pyridinylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N-C 



0 



RN 727741-92-6 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [2- [2- (1, 3 -dihydro-2H- 
i soindol- 2 -yl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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IT 727741-95-9P, tert-Butyl N- [2 - [2 - [3 - (aminocarbonyl) -2 - 

[ (aminocarbonyl ) amino] thien-5-yl] phenoxy] ethyl] -N-benzylcarbamate 
727742-03-2P, tert-Butyl N- [2- [2- [3- (aminocarbonyl) -2- 
[ (aminocarbonyl) amino] thien-5-yl] phenoxy] ethyl] -N- (4- 
f luorobenzyl) carbamate 727742 -06-5P, tert-Butyl -N- [2- [2- [3- 
( aminocarbonyl) -2- [ (aminocarbonyl ) amino] thien-5 -yl] phenoxy] ethyl] -N- 
pyridin-3 -ylmethylcarbamate 727742 -09 -8P , tert-Butyl 
N- [2- [2 - [3 - (aminocarbonyl) -2 - [ (aminocarbonyl) amino] thien-5- 
yl] phenoxy] ethyl] -N- (pyridin-2 -ylmethyl ) carbamate 727742 -12 -3P, 
tert-Butyl-N- [2 - [2 - [3 - (aminocarbonyl) -2 - [ (aminocarbonyl) amino] thien-5- 
yl] phenoxy] ethyl] -N-pyridin-4 -ylmethylcarbamate 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of thiophenylcarboxamides as IKK-2 inhibitors for the treatment 
of inflammatory diseases.) 
RN 727741-95-9 HCAPLUS 

CN Carbamic acid, [2- [2- [4- (aminocarbonyl) -5- [ (aminocarbonyl) amino] -2 - 

thienyl] phenoxy] ethyl] (phenylmethyl) - , 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 




RN 727742-03-2 HCAPLUS 

CN Carbamic acid, [2- [2- [4- (aminocarbonyl) -5- [ (aminocarbonyl) amino] -2 - 

thienyl] phenoxy] ethyl] [ (4- f luorophenyl) methyl] - , 1 , 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 
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0 




RN 727742-06-5 HCAPLUS 

CN Carbamic acid, [2- [2- [4- (aminocarbonyl ) -5- [ (aminocarbonyl ) amino] -2- 

thienyl]phenoxy] ethyl] (3 -pyridinylmethyl ) - , 1 , 1- dimethyl ethyl ester (9CI) 
(CA INDEX NAME) 



O 

II 




RN 727742-09-8 HCAPLUS 

CN Carbamic acid, [2- [2- [4- (aminocarbonyl) -5- [ (aminocarbonyl) amino] -2- 

thienyl]phenoxy] ethyl] (2 -pyridinylmethyl) - , 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 



0 




RN 727742-12-3 HCAPLUS 

CN Carbamic acid, [2- [2- [4- (aminocarbonyl) -5- [ (aminocarbonyl ) amino] -2- 
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thienyljphenoxy] ethyl] (4 -pyridinylmethyl) - , 1 , 1 -dime thyle thy 1 ester (9CI) 
(CA INDEX NAME) 
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2004 : 515662 HCAPLUS 
141 :47386 

Ureidothiophene compound NF-kB inhibitor for 
therapeutic use 

Callahan/ James Frances; Li, Yue Hu 

Smithkline Beecham Corporation, USA 

PCT Int. Appl., 2 8 pp. 

CODEN : PIXXD2 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2004053087 




A2 




20040624 




WO 2003- 


US38970 




20031205 


wo 


2004053087 




A3 




20040910 






















W: 


AE , 


AG, 


AL, 


AU, 


BA, 


BB, 


BR, 


BZ, 


CA, 


CN, 


CO, 


CR, 


cu, 


DM, 


DZ, 


EC, 






EG, 


GD, 


GE, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KP, 


KR, 


LC, 


LK, 


LR, 


LT, 






LV, 


MA, 


MG, 


MK, 


MN, 


MX, 


NO, 


NZ, 


OM, 


PH, 


PL, 


RO, 


SC, 


SG, 


TN, 


TT, 






UA, 


US, 


VN, 
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GN, 
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20050907 




EP 2003- 


812858 




20031205 
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CH, 


DE, 
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ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 
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AL, 


TR, 


BG, 


cz, 
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HU, 


SK 





PRIORITY APPLN. INFO.: US 2002-431496P P 20021206 

WO 2003-US38970 W 20031205 

AB The invention provides 5- (4-f luorophenyl) -2-ureidothiophene-3-carboxylic 

acid amide (preparation described) and methods for treating diseases related to 

the inhibition of IKK-p phosphorylation of Ik. 
IT 507475-17-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 
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(ureidothiophene compound NF-kB inhibitor for therapeutic use) 
RN 507475-17-4 HCAPLUS 

CN 3-Thiophenecarboxamide # 2 - [ (aminocarbonyl) amino] -5 - (4 -f luorophenyl) - (9CI) 
(CA INDEX NAME) 
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HCAPLUS COPYRIGHT 2 005 ACS on STN 
2004 : 362566 HCAPLUS 
141:99000 

Hit-to-lead studies: the discovery of potent, orally 
active, thiophenecarboxamide IKK- 2 inhibitors 
Baxter, Andrew; B rough, Steve; Cooper, Anne; 
Floettmann, Eike; Foster, Steve; Harding, Christine; 
Kettle, Jason; Mclnally, Tom; Martin, Craig; Mobbs, 
Michelle; Needham, Maurice; Newham, Pete; Paine, 
Stuart; St-Gallay, Steve; Salter, Sylvia; Unitt, John; 
Xue, Yafeng 

AstraZeneca R&D Charnwood, Loughborough, 
Bioorganic & Medicinal Chemistry Letters 
14(11), 2817-2822 
CODEN: BMCLE8; ISSN: 0960- 8 94X 
Elsevier Science B.V. 
Journal 
English 



LE11 5RH, UK 
(2004) , 




AB A hit-to-lead optimization program was carried out on the 

thiophenecarboxamide high throughput screening hits 1 and 2 resulting in 
the discovery of the potent and orally bioavailable IKK-2 inhibitor (I) . 

IT 354810-83-6 354810-95-0 354811-01-1 
354811-04-4 354811-06-6 354811-09-9 
354811-10-2 

RL: PAC (Pharmacological activity); BIOL (Biological study) 
(high throughput screening of potent, orally active, 
thiophenecarboxamide IKK-2 inhibitors ) 
RN 354810-83-6 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- (3 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 
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H2N-C— NH 



RN 354810-95-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (4 -methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N- C- NH 



RN 354811-01-1 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (3 -hydroxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N- C~ NH 



RN 354811-04-4 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (2 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 




H2N— C— NH 



RN 354811-06-6 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (2 -methoxyphenyl ) - 
(9CI) (CA INDEX NAME) 
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H2N— C— NH 



RN 354811-09-9 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (3 -methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N-C- NH 



RN 354811-10-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5 -phenyl- (9CI) (CA 
INDEX NAME) 



O 




IT 354810-80-3 

RL: PAC (Pharmacological activity) ; PKT (Pharmacokinetics) ; BIOL 
(Biological study) 

(high throughput screening of potent, orally active, 
thiophenecarboxamide IKK-2 inhibitors) 
RN 354 810-80-3 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3 -[ (aminocarbonyl) amino] -5 -phenyl- (9CI) (CA 
INDEX NAME) 



0 




NH— C— NH2 



IT 354810-86-9 
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RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(high throughput screening of potent, orally active, 
thiophenecarboxamide IKK- 2 inhibitors) 
RN 354810-86-9 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (4 -f luorophenyl ) - (9CI) 
(CA INDEX NAME) 




H2N— C— NH 



REFERENCE COUNT: 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2003 : 282559 HCAPLUS 
138:304153 

Preparation of 2 -ureidothiophenes as angiogenesis and 

Chkl kinase inhibitors for treating various forms of 

cancer and hyperprolif erative disorders 

Parrish, Cynthia A.; Callahan, James F.; Li, Yue; 

Stavenger, Robert A.; Holt, Dennis A. 

Smithkline Beecham Corporation, USA 

PCT Int. Appl . , 4 7 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 2003029241 

W: AE , AG, AL, 

CO, CR, CU, 

GM, HR, HU, 

LS # LT, LU, 

PT, RO, RU, 

US, UZ, VN, 

RW: GH, GM, KE , 

KG, KZ, MD, 

FI, FR, GB, 

CG, CI, CM, 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S) : 
GI 



KIND 

Al 
AM, 
CZ, 
ID, 
LV, 
SD, 
YU, 
LS, 
RU, 
GR, 
GA, 



DATE 



APPLICATION NO. 



AT, 
DE, 
IL, 
MA, 
SE, 
ZA, 
MW, 
TJ, 
IE, 
GN, 



20030410 
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DK, DM, 

IN, IS, 

MD, MG, 

SG, SI, 

zw 

MZ, SD, 

TM, AT, 

IT, LU, 

GQ, GW, 



BA, 
DZ, 
JP, 
MK, 
SK, 

SL, 
BE, 
MC, 
ML, 



WO 2002-US31752 
BB, BG, BR, BY, 
EC, EE, ES, FI, 
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BG, CH, CY, CZ, 
NL, PT, SE, SK, 
MR, NE, SN, TD, 
US 2001-326977P 



DATE 
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BZ, CA, CH, CN, 
GB, GD, GE, GH, 
KZ, LC, LK, LR, 
NO, NZ, PH, PL, 
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ZW, AM, AZ, BY, 
DE, DK, EE, ES, 
TR, BF, BJ, CF, 
TG 

P 20011004 



MARPAT 138:304153 
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AB Ureidothiophenes (shown as I; variables defined below; e.g. 

5- (4-f luorophenyl) -2- (3 -methylureido) thiophene- 3 -carboxylic acid amide) 
useful in the inhibition of angiogenesis and damage response kinases (no 
data) are provided. Although the methods of preparation are not claimed, 46 
example prepns . are included. For I: Rl = H, Cl-2 alkyl, XH, XCH3 , 
Cl-2-alkyl-XH, Cl-2 alkyl-XCH3, C(0)NH2, C(0)NHCH3, and C (0) -Cl-2 -alkyl ; X 
= 0, S, and NH; R2 = C(0)R5, C02R5, C(0)NHR5, C (0) NHC ( :NH) R5 , 
C (0) NHC ( :NH) NR5R6 , C (0) NHC (0) R5 , C (0) NHC (0) NR5R6 , S02R5, S(0)R5, S03R5, 
and P03R5R6 . R3 is H or halogen; R4 is aryl or heteroaryl; addnl . details 
are given in the claims. 

IT 354811-10-2P, 5 -Phenyl- 2 -ureidothiophene- 3 -carboxylic acid amide 

354811- 59-9P, 5- (4 -Trif luoromethylphenyl ) -2 -ureidothiophene -3 - 
carboxylic acid amide 354811-67 - 9P , 5- (4 -Chlorophenyl) -2- 
ureidothiophene-3 -carboxylic acid amide 354811-68-0P , 

5- (4-Methanesulf onylphenyl) -2 -ureidothiophene-3 -carboxylic acid amide 

354812- 11-6P, 5- (4-Methoxyphenyl) -2 -ureidothiophene-3 -carboxylic 
acid amide 412914 -58 -OP , 5- (3 -Chloro- 4 -fluorophenyl) -2- 
ureidothiophene-3 -carboxylic acid amide 507475-17-4P, 

5- (4 -Fluorophenyl) -2 -ureidothiophene-3 -carboxylic acid amide 
507475-20-9P, 5 -p -Tolyl -2 -ureidothiophene-3 -carboxylic acid amide 
507475-28-7P, 5 -Naphthalen -2 -yl -2 -ureidothiophene-3 -carboxylic 
acid amide 507475-29 -8P , 5 - (2 -Fluorophenyl ) -2 -ureidothiophene-3 - 
carboxylic acid amide 507475-56-1P, 5- (3 -Fluorophenyl) -2 - 
ureidothiophene-3 -carboxylic acid amide 507475-57-2P, 
5- (3 -Cyanophenyl) -2 -ureidothiophene-3 -carboxylic acid amide 
507475-58-3P, 5- ( 4 -Ethylphenyl ) -2 -ureidothiophene-3 -carboxylic 
acid amide 507475-59 -4P , 5 - (3 -Methoxyphenyl) -2 -ureidothiophene-3 - 
carboxylic acid amide 507475-60-7P, 5- (3 -Hydroxymethylphenyl) -2 - 
ureidothiophene-3 -carboxylic acid amide 507475-61-8P, 
5- (3 , 4-Dichlorophenyl) -2 -ureidothiophene-3 -carboxylic acid amide 
507475-62-9P, 5- ( 3 -Trif luoromethylphenyl ) -2 -ureidothiophene-3 - 
carboxylic acid amide 507475-63 -OP, 5- (3 , 4 -Dif luorophenyl) -2- 
ureidothiophene- 3 -carboxylic acid amide 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of 2 -ureidothiophenes as angiogenesis and Chkl 
kinase inhibitors for treating various forms of cancer and 
hyperprolif erative disorders) 
RN 3 54811-10-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5-phenyl- (9CI) (CA 
INDEX NAME) 
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RN 354811-59-9 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- 
(trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-67-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (4 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 




RN 354811-68-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - [4 - 
(methylsulfonyl)phenyl] - (9CI) (CA INDEX NAME) 
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RN 354812-11-6 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4-methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




RN 412914-58-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (3-chloro-4- 
f luorophenyl) - (9CI) (CA INDEX NAME) 



CI 




RN 507475-17-4 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - (4 -f luorophenyl ) - (9CI) 
(CA INDEX NAME) 




RN 507475-20-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (4 -methylphenyl) - (9CI) 
(CA INDEX NAME) 
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RN 507475-28-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 - [ ( ami nocar bony 1) amino] -5- (2 -naphthalenyl) - (9CI) 
(CA INDEX NAME) 




RN 507475-29-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (2 -f luorophenyl ) - (9CI) 
(CA INDEX NAME) 




RN 507475-56-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- ( 3 -f luorophenyl ) - (9CI) 
(CA INDEX NAME) 
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RN 5074 75-57-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- (3-cyanophenyl) - (9CI) 
(CA INDEX NAME) 



O 




RN 5074 75-58-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4 -ethylphenyl ) - (9CI) 
(CA INDEX NAME) 




RN 507475-59-4 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (3-methoxyphenyl) - 
(9CI) (CA INDEX NAME) 



O 




OMe 



RN 507475-60-7 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [3- 
(hydroxymethyl ) phenyl ] - (9CI) (CA INDEX NAME) 
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CH2~ OH 



RN 507475-61-8 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (3 , 4 -dichlorophenyl ) 
(9CI) (CA INDEX NAME) 



H2N— C— NH. 




RN 507475-62-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [3- 
(trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



H2N— C— NH. 




CF3 



RN 507475-63-0 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- (3 , 4 -dif luorophenyl ) 
(9CI) (CA INDEX NAME) 
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F 

1 / F 
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Preparation of 3 -ureidothiophenes as angiogenesis and 
Chkl kinase inhibitors for treating various forms of 
cancer and hyperprolif erative disorders 
Parrish, Cynthia A.; Callahan, James F. ; Wan, Zehong; 
Burgess, Joelle L. ; Stavenger, Robert A.; Holt, Dennis 
A. 

Smithkline Beecham Corporation, USA 
PCT Int. Appl . , 40 pp. 
CODEN: PIXXD2 
Patent 
English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 
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AB Ureidothiophenes (shown as I; variables defined below; e.g. 
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5-phenyl-3-ureidothiophene-2-carboxylic acid Me ester) useful in the 
inhibition of angiogenesis and damage response kinases (no data) are 
provided. Although the methods of preparation are not claimed, 36 example 
prepns. are included. For I: Rl = H, Cl-2 alkyl, XH, XCH3 , Cl-2 -alkyl-XH, 
Cl-2 alkyl-XCH3, C(0)NH2, C(0)NHCH3, and C (0) -Cl-2 -alkyl ; X = 0, S, and 
NH; R2 = C(0)R5, C02R5 , C(0)NHR5, C (0) NHC ( : NH) R5 , C (0) NHC ( :NH) NR5R6 , 
C (0)NHC(0)R5, C(0)NHC(0)NR5R6 / S02R5 , S(0)R5, S03R5, and P03R5R6 . R3 is H 
or halogen; R4 is aryl or heteroaryl; addnl . details are given in the 
claims . 

IT 354810-86-9P, 5- (4 -Fluorophenyl) -3 -ureidothiophene-2-carboxylic 

acid amide 354810-95-0P , 5 - (4 -Methoxyphenyl ) -3 -ureidothiophene -2 - 
carboxylic acid amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of 3 -ureidothiophenes as angiogenesis and Chkl 
kinase inhibitors for treating various forms of cancer and 
hyperprolif erative disorders) 
RN 354810-86-9 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (4 -fluorophenyl) - (9CI) 
(CA INDEX NAME) 




H2N— C— NH 



RN 354810-95-0 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (4 -methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N- C-NH 
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Griffiths, David; Johnstone, Craig 
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PCT Int. Appl . , 46 pp. 
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Patent 

English 
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AB Title compds. I [Rl = NH2 , (un) substituted methyl; X = O, S; R2 = H, halo, 
CN, N02, amino, carboxamido, carboxy, etc.; A = Ph, 5-7-membered 
(un) substituted heteroarom. ring; n = 1-2; R3 = W-Y-Z; W = O, SOO-2; 
amino, CH2 (O) , bond; Y = (CH2 ) 0 -2 -T- (CH2 ) 0-2 ; T = O, CO, alkyl; Z = Ph, 
5-6-membered (un) substituted heteroarom. ring, etc.; with specific 
exceptions] are prepared For instance, 2 -Amino-3-thiophencarboxamide 
(preparation given) was converted to the corresponding urea (CH3CN, C13CONCO; 
MeOH/NH3), brominated in the thiophene 5 -position (HOAc, Br2) and coupled 
to benzofuran-2-boronic acid (DME, Na2C03, Pd°) to give II. 
Compds. of the invention have IC50 < 10 uM for IKK2 kinase. I are 
useful for the treatment of inflammatory diseases. 

IT 494833-68-0P, 2- [ (Aminocarbonyl ) amino] -4-methyl-5- (1 , 4 -benzodioxan- 
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6-yl) -3-thiophenecarboxamide 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of ureido-carboxamido substituted thiophenes as inhibitors of 
IKK2 kinase) 
RN 494833-68-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (2, 3-dihydro-l, 4- 
benzodioxin-6-yl) -4-methyl- (9CI) (CA INDEX NAME) 




IT 494833-64-6P, 2- [ (Aminocarbonyl) amino] -5- (8-quinolinyl) -3- 

thiophenecarboxamide 4 94833-67- 9P, 2 - [ (Aminocarbonyl ) amino] - 5 - ( 5 - 
indolyl) -3-thiophenecarboxamide 494833 -71-5P, 

2 - [ (Aminocarbonyl ) amino] -4 -methyl -5- (1,3 -benzodioxolan-5 -yl) -3 - 
thiophenecarboxamide 4 94833 -81-7P, 2- [ (Aminocarbonyl ) amino] -5- (2- 
morpholin-4 -ylmethylbenzo [b] thiophen-5-yl) thiophene-3 -carboxamide 
494833-85- IP, 2-[ (Aminocarbonyl) amino] -5- [2- (4- 

methylphenylsulf onyl) -1,2,3, 4 -tetrahydroisoquinolin-6 -yl] thiophene-3- 
carboxamide 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of ureido-carboxamido substituted thiophenes as inhibitors of 
IKK2 kinase) 
RN 4 94833-64-6 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (8-quinolinyl) - (9CI) 
(CA INDEX NAME) 




RN 494833-67-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl) amino] -5- (lH-indol- 5 -yl) - (9CI) 
(CA INDEX NAME) 
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494833-71-5 HCAPLUS 

3 - Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- (1, 3 -benzodioxol-5-yl) 

4 - methyl- (9CI) (CA INDEX NAME) 




494833-81-7 HCAPLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- (4- 
morpholinylmethyl)benzo[b] thien-5-yl] - (9CI) (CA INDEX NAME) 



0 




4 94833-85-1 HCAPLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [1,2,3, 4 -tetrahydro-2 - 
[ (4-methylphenyl) sulfonyl] -6-isoquinolinyl] - (9CI) (CA INDEX NAME) 
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NH 2 



NH 2 



II 



Title compds. I [Rl = NH2 , (un) substituted methyl; X = 0, S; R2 = H, halo, 
CN, N02, amino, carboxamido, carboxy, etc.; A = Ph, 5-7-membered 
(un) substituted heteroarom. ring; n = 1-2; R3 = W-Y-Z; W = 0, SOO-2; 
amino, CH2 (0) , bond; Y = (CH2 ) 0 -2 -T- (CH2 ) 0-2 ; T = O, CO, alkyl; Z = Ph, 
5 -6 -membered (un) substituted heteroarom. ring, etc.; with specific 
exceptions] are prepared For instance, (1, 1 1 -biphenyl -4 -yl) acetone, 
cyanoacetamide , sulfur and morpholine in EtOH at 55° are reacted to 
give 2 -Amino -4 -methyl -5- (1,1* -biphenyl -4 -yl ) -3 -thiophencarboxamide . This 
intermediate is treated with trichloroacetyl isocyanate and ammonia in 
MeOH to give example compound II. Compds. of the invention have IC50 < 1.0 
uM for IKK2 kinase. I are useful for the treatment of inflammatory 
diseases . 

494773-24-9P, 2- [ (Aminocarbonyl ) amino] -5- [4- [ (4 -methylpiperazin- 1- 
yl ) methyl ] phenyl ] thiophene - 3 - carboxamide 494773-33-0P, 
2- [ (Aminocarbonyl) amino] -5- [4- [ (4 -hydroxypiperidin-l- 
yl) methyl] phenyl] thiophene -3 -carboxamide 494773-75- OP, 
2- [ (Aminocarbonyl) amino] -5- [2- [ (1-tert-butyloxycarbonyl -3 - 
pyrrolidinyl) oxy] phenyl] -3 -thiophenecarboxamide 494773 -7 8 -3P , 

2 - [ (Aminocarbonyl) amino] -5- [2 - [ (l-methylpiperidin-2 -yl) methoxy] phenyl] -3- 
thiophenecarboxamide 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of ureido-carboxamido thiophenes as inhibitors of IKK2 kinase 
494773-24-9 HCAPLUS 

3 - Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ (4 -methyl- 1- 
piperazinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 



O 




H 2 N- C 
O 



4 94773-33-0 HCAPLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ (4 -hydroxy- 1 - 
piperidinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494773-75-0 HCAPLUS 

CN 1-Pyrrolidinecarboxylic acid, 3 - [2 - [4 - (aminocarbonyl ) -5 - 

[ (aminocarbonyl) amino] -2 -thienyl] phenoxy] - , 1 , 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 




RN 494773-78-3 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl) amino] -5- [2- [ ( l-methyl-2 - 
piperidinyl )methoxy] phenyl] - (9CI) (CA INDEX NAME) 




IT 49477 1-42- 5P, 2- [ (Aminocarbonyl) amino] -4 -methyl -5- (1,1* -biphenyl-4- 
yl) -3 -thiophenecarboxamide 494771-44 -7P, 2- 

[ (Aminocarbonyl) amino] -4 -methyl -5- [4 - [ (3 , 5 -dimethyl isoxazol -4 - 
yl) methoxy] phenyl] -3 -thiophenecarboxamide 4 94771-46 -9P , 

2- [ (Aminocarbonyl) amino] -4 -methyl -5- [4- ( (4 -chlorophenyl ) methoxy ) phenyl] -3- 
thiophenecarboxamide 494771-47 - OP , 2- [ (Aminocarbonyl ) amino] -4- 
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methyl-5- [4- [ (5 -chlorothien-2 -yl) methoxy] phenyl] -3 - thiophenecarboxamide 
494771-49-2P, 2- [ (Aminocarbonyl ) amino] -4-methyl-5- [4- [2- (2,2,6,6- 
tetramethylpiperidin-l-yl) ethoxy] phenyl] -3 -thiophenecarboxamide 

494771- 52 -7P, 2- [ (Aminocarbonyl) amino] -4 -methyl -5- [4- [ (thiazol-4- 
yl) methoxy] phenyl] -3 -thiophenecarboxamide 494771-55 -OP , 

2- [ (Aminocarbonyl) amino] -4-methyl-5- [4- [ (1, 2, 5-thiadiazol -3 - 
yl) methoxy] phenyl] -3 -thiophenecarboxamide 494771-58-3P 

494772- 19-9P, 2- [ (Aminocarbonyl) amino] -5- [4- (1, 3 , 4 -oxadiazol -2 - 
yDphenyl] -3 -thiophenecarboxamide 494772 -20 -2P , 

2- [ (Aminocarbonyl) amino] -5- [4- ( eye lopropylmethoxy) phenyl] -3- 
thiophenecarboxamide 494772 -21-3P, 2- [ (Aminocarbonyl) amino] -5- [3- 
(1, 3-thiazol-4 -ylmethoxy) phenyl] thiophene-3 -carboxamide 
494772-23-5P, 2- [ (Aminocarbonyl) amino] -5- [4- (morpholin-4 - 
ylmethyl) phenyl] thiophene-3 -carboxamide 494772 -41-7P, 

2- [ (Aminocarbonyl) amino] -5- (2 -benzyloxyphenyl) -3 -thiophenecarboxamide 
494772-42-8P, 2- [ (Aminocarbonyl ) amino] -5- [2- (4- 

f luorophenylmethoxy) phenyl] -3 -thiophenecarboxamide 494772 -44-0P, 
2- [ (Aminocarbonyl) amino] -5- [2- [2- (4 -fluorophenyl ) ethoxy] phenyl] -3- 
thiophenecarboxamide 494772 -46 -2P , 2- [ (Aminocarbonyl) amino] -5- [2- 
[2- ( 4 -chlorophenyl) ethoxy] phenyl] -3 -thiophenecarboxamide 
494772-48-4P, 2- [ (Aminocarbonyl) amino] -5- [2- (2- 
phenylethoxy) phenyl] -3 -thiophenecarboxamide 494772 -52 -OP, 
2- [ (Aminocarbonyl) amino] -5- [2- [2- (morpholinyl) ethyl sulfanyl] phenyl] -3- 
thiophenecarboxamide 494772-54-2P 494772-56-4P, 

2- [ (Aminocarbonyl) amino] -5- [2- [2- (piperidinyl ) ethylsulf anyl] phenyl] -3- 
thiophenecarboxamide 494772 -58-6P , 2- [ (Aminocarbonyl) amino] -5- [4- 

(pyrrolidinyl) phenyl] -3 -thiophenecarboxamide 494772 -59 -7P , 
2- [ (Aminocarbonyl) amino] -5- [4- (piperidinyl) phenyl] -3 -thiophenecarboxamide 
494772-60-0P, 2- [ (Aminocarbonyl ) amino] -5- [4- (imidazolyl) phenyl] -3- 
thiophenecarboxamide 494772 -63 -3P, 2- [ (Aminocarbonyl) amino] -5- [4- 

[2- ( 2 -me thoxyethoxy) ethoxy] phenyl] -3 -thiophenecarboxamide 
494772-64-4P, 2- [ (Aminocarbonyl ) amino] -5- [4- [2- 

( ( eye lopropyl) methoxy) ethoxy] phenyl] -3 -thiophenecarboxamide 
494772-68- 8P, 2 - [ (Aminocarbonyl) amino] -5- [3-chloro-4- 

( tet rahydrof uran- 2 -ylmethoxy) phenyl ] - 3 - thiophenecarboxamide 

4 94772-70- 2P, 2-[ (Aminocarbonyl) amino] -5- [4- ( tet rahydrof uran- 2 - 

ylmethoxy) phenyl] -3 -thiophenecarboxamide 494772 -74 -6P , 

2- [ (Aminocarbonyl) amino] -5- [4- [2- (2 -me thoxyethoxy) ethoxy] -3 -methylphenyl] - 

3 - thiophenecarboxamide 494772-76-8P, 2- [ (Aminocarbonyl ) amino] -5- 
[3-chloro-4- [2- (2 -me thoxyethoxy) ethoxy] phenyl] -3 -thiophenecarboxamide 
494772-78-0P, 2- [ (Aminocarbonyl) amino] -5- [2- (4- 

methy lpiperaz inylme thyl ) phenyl ] - 3 - thiophenecarboxamide 
494772-80-4P, 2-[ (Aminocarbonyl) amino] -5- [2- (4- 
i sopropylpiperazinylmethy 1 ) phenyl ] - 3 - thiophenecarboxamide 
4 94772-81- 5P, 2-[ (Aminocarbonyl) amino] -5- [4- 

( pyrrol idiny lme thy 1 ) phenyl ] thiophene - 3 - carboxamide 494772-82-6P, 
2- [ (Aminocarbonyl) amino] -5- [2- [2- (4, 4 -dif luoropiperidin- 1 - 
yl) ethoxy] phenyl] -3 -thiophenecarboxamide 494772 -84 -8P, 

2- [ (Aminocarbonyl) amino] -5- [2- [2- (3, 3 -dif luoropyrrolidin- 1- 
yl) ethoxy] phenyl] -3 -thiophenecarboxamide 494772 -86 -OP , 

3- [ (Aminocarbonyl) amino] -5- [4- (morpholin-4 -ylmethyl ) phenyl] thiophene-2- 
carboxamide 494772 -91-7P , 3- [ (Aminocarbonyl) amino] -5- [4- (cis-2, 6- 
dimethylmorphol in- 4 -ylmethyl) phenyl] thiophene -2 -carboxamide 
494772-93-9P, 2- [ (Aminocarbonyl) amino] -5- [4- (cis-2 , 6- 
dimethylmorpholin-4 -ylmethyl) phenyl] thiophene-3 -carboxamide 

4 94772-95- IP, 2- [ (Aminocarbonyl) amino] -5- [ [4- (8-oxa-3- 
azabicyclo [3.2.1] octan-3 -yl) methyl] phenyl] thiophene-3 -carboxamide 
494772-97-3P, 2- [ (Aminocarbonyl) amino] -5- [3- (morpholin-4 -ylmethyl ) - 

4- isobutoxyphenyl] thiophene-3 -carboxamide 494772 -99 -5P, 

2- [ (Aminocarbonyl) amino] -5- [3- (morpholin-4 -ylmethyl ) phenyl] thiophene-3 - 
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carboxamide 494773 -00 -IP , 2- [ ( Aminocarbonyl ) amino] -5- [4- [ [2- 
(methoxymethyl) morpholin-4 -yl] methyl] phenyl] thiophene- 3 -carboxamide 
4 94 773-02- 3P, 2-[ (Aminocarbonyl) amino] -5- [3-f luoro-4- (morpholin-4 - 
ylme thy 1 ) phenyl ] thiophene - 3 - carboxamide 494773-03-4P 
494773-05-6P, 2- [ (Aminocarbonyl) amino] -5- [4- [ (4 , 4- 
dif luoropiperidin-l-yl) methyl] phenyl] thiophene -3 -carboxamide 
4 94 773-07- 8P, 2-[ (Aminocarbonyl) amino] -5- [4- [1- (piper idin- 1 - 
yl) ethyl] phenyl] thiophene -3 -carboxamide 494773 -09-0P 
494773-11-4P, 2- [ (Aminocarbonyl) amino] -5- [4- [ [4- (2- 
methoxyethyl) piperazin-l-yl] methyl] phenyl] thiophene -3 -carboxamide 
4 94773- 13 -6P, 2- [ (Aminocarbonyl) amino] -5- [4- ( (piperidin-1- 
yl) methyl) phenyl] thiophene -3 -carboxamide 494773 -14 -7P, 

2- [ (Aminocarbonyl) amino] -5 - [4 - [ [ (IS, 4S) -2-oxa-5-azabicyclo [2.2.1] heptan 

y 1 ] methyl ] phenyl ] thiophene - 3 - carboxamide 494773-16- 9P, 

5- [4- [ (4-Acetylpiperazin-l-yl) methyl] phenyl] -2- 

t (aminocarbonyl) amino] thiophene- 3 -carboxamide 494773 -18-1P, 

2 - [ (Aminocarbonyl) amino] -5- [4 - (1, 4 -oxazepan-4 -ylmethyl) phenyl] thiophene 

carboxamide 494773-20-5P 494773 -22 -7P, 

2 - [ (Aminocarbonyl) amino] -5- [4- [ 1 -methyl -1- (morpholin-4 - 
yl) ethyl] phenyl] thiophene- 3 -carboxamide 494773-26- IP, 
2 - [ (Aminocarbonyl) amino] -5- [4 - [ (2 -ethoxycarbonylpiperidin- 1 - 
yl) methyl] phenyl] thiophene -3 -carboxamide 4 94773 -27 -2P, 
2- [ (Aminocarbonyl) amino] -5- [4- [ ( 3 -diethylaminocarbonylpiperidin-1- 
yl) methyl] phenyl] thiophene- 3 -carboxamide 494773-28-3P, 
2 - [ (Aminocarbonyl ) amino] -5 - [4 - [ (3 -hydroxypyrrolidin-l- 
yl) methyl] phenyl] thiophene- 3 -carboxamide 494773 -2 9 -4P 
4 94 773-30- 7P, 2-[ (Aminocarbonyl) amino] -4 -methyl -5- [4- 
( (morpholinyl) methyl ) phenyl] -3 -thiophenecarboxamide 494773 -34 -IP 
, 2 - [ (Aminocarbonyl) amino] -5- (2- (piperazin-l-yl ) phenyl) thiophene- 3 - 
carboxamide 494773 -37 -4P , 2 -[ (Aminocarbonyl ) amino] -5 - [2 - (4 - 
methylpiperazin-l-yl) phenyl] thiophene -3 -carboxamide 494773 -38-5P 
, 2 - [ (Aminocarbonyl) amino] -5- [2- [3- (methylamino) pyrrolidin- 1- 
yl] phenyl] thiophene -3 -carboxamide 494773 -41-0P, 

2- [ (Aminocarbonyl) amino] -5- [4- (cyclopentyloxy) -2- [2- (piperidin-1- 
yl) ethoxy] phenyl] thiophene -3 -carboxamide 494773 -46 -5P , 

2- [ (Aminocarbonyl) amino] -5- [2- [2- (piperidin-l-yl) ethoxy] -4- (pyrrolidin- 
yl) phenyl] thiophene -3 -carboxamide 494773-50- IP, 

2- [ (Aminocarbonyl) amino] -5- [4- (piperidin-l-yl) -2- [2- (piperidin-l- 
yl) ethoxy] phenyl] thiophene -3 -carboxamide 4 9477 3 -52 -3P , 

2- [ (Aminocarbonyl) amino] -5- [4- (morpholin-4 -ylmethyl) -2- [2- (piperidin-l- 
yl) ethoxy] phenyl] thiophene- 3 -carboxamide 4 94773 -55- 6P , 
2- [ (Aminocarbonyl) amino] -5- [4- (2 -methoxyethoxy) -2- (2- (piperidin-l- 
yl) ethoxy) phenyl] thiophene -3 -carboxamide 494773-57-8P 
4 94773-59- OP, 2-[ (Aminocarbonyl) amino] -5- [2- (2- 
hydroxy ethoxy) phenyl] thiophene -3 -carboxamide 494773-61-4P, 
(R) -2- [ (Aminocarbonyl) amino] -5- [2- ( (tetrahydrof uran-3 -yl ) oxy) phenyl] -3- 
thiophenecarboxamide 494773-62-5P 494773 -64 -7P , 

2- [ (Aminocarbonyl) amino] -5- [2- ( ( tetrahydropyran-4 -yl) oxy) phenyl] -3- 
thiophenecarboxamide 494773 -66 -9P , 2- [ (Aminocarbonyl) amino] -5- [2- 

(cyclopropylmethoxy) phenyl] -3 -thiophenecarboxamide 494773 -68-1P , 
2- [ (Aminocarbonyl) amino] -5- [2- (cyclopentyloxy) phenyl] -3- 
thiophenecarboxamide 494773 -70 -5P , 2- [ (Aminocarbonyl) amino] -5- [2- 

[ (l-isopropylpyrrolidin-3-yl) oxy] phenyl] -3 -thiophenecarboxamide 
4 94773-73- 8P, 2-[ (Aminocarbonyl) amino] -5- [2- ( ( 1 -ethylpyrrolidin-3 - 
yl) oxy) phenyl] -3 -thiophenecarboxamide 494773 -77 -2P , 
2 - [ (Aminocarbonyl ) amino] -5 - [2 - ( (pyrrolidin- 3 -yl ) oxy) phenyl] -3 - 
thiophenecarboxamide 494773 -80 -7P, (S)-2- [ (Aminocarbonyl ) amino] - 
5- [2- [ (1-methylpyrrolidin- 2 -yDmethoxy] phenyl] -3 -thiophenecarboxamide 
494773-82-9P, 2- [ (Aminocarbonyl) amino] -5- [2- [ [1- (2- 
methoxyethyl) pyrrol idin- 3 -yl] oxy] phenyl] -3 -thiophenecarboxamide 
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494773-84-1P, (R) -2- [ (Aminocarbonyl ) amino] -5- [2- ( (1- 
methylpyrrolidin-2-yl) methoxy) phenyl] -3 -thiophenecarboxamide 
494773-87-4P, 2- [ (Aminocarbonyl ) amino] -5- [2- [2- (2,2,6- 
trimethylpiperidin-l-yl) ethoxy] phenyl] -3 -thiophenecarboxamide 
494773-90-9P, 2- [ (Aminocarbonyl) amino] -5- [5-chloro-2- ( (1- 
isopropylpyrrolidin-3 -yl) oxy) phenyl] -3 -thiophenecarboxamide 
4 94773-92- IP, 2-[ (Aminocarbonyl) amino] -5- [4-f luoro-2- [ (1- 
isopropylpyrrolidin-3 -yl ) oxy] phenyl] -3 -thiophenecarboxamide 
494773-94-3P, 2-[ (Aminocarbonyl) amino] -5- [4 , 5 -dif luoro-2- [ (1- 
isopropylpyrrolidin-3 -yl) oxy] phenyl] -3 -thiophenecarboxamide 
494773 -96 -5P, 2- [ (Aminocarbonyl) amino] -5- [2- [ (1- 

isopropylpyrrolidin-3 -yl ) oxy] -5 -methylphenyl] -3 -thiophenecarboxamide 

494773- 98-7P 494774-00-4P, 2- [ (Aminocarbonyl) amino] -5- [2- 

[ (l-isopropylpyrrolidin-3-yl) oxy] -5 -methoxyphenyl] -3 -thiophenecarboxamide 

494774- 02-6P, 2- [ (Aminocarbonyl) amino] -5- [3 , 5 -dif luoro-2 - [ (1- 
isopropylpyrrolidin-3 -yl) oxy] phenyl] -3 -thiophenecarboxamide 
494774- 04 -8P, 2- [ (Aminocarbonyl) amino] -5- [2- [ (1- 

isopropylpyrrolidin-3 -yl ) oxy] -3 -methoxyphenyl] -3 -thiophenecarboxamide 
494774 -06 -OP, 2- [ (Aminocarbonyl) amino] -5- [2- [ (1- 
isopropylpyrrolidin-3-yl) oxy] -5-trif luoromethylphenyl] -3- 
thiophenecarboxamide 494774-08-2P, 2- [ (Aminocarbonyl) amino] -5- [2- 

( (l-isopropylpyrrolidin-3-yl) oxy) -4- ( trif luoromethyl) phenyl] -3- 
thiophenecarboxamide 494774-10-6P, 2- [ (Aminocarbonyl) amino] -5- [2- 

[ (l-isopropylpyrrolidin-3-yl) oxy] -4 -methoxyphenyl] -3 -thiophenecarboxamide 
494774-12 -8P, 2 - [ (Aminocarbonyl) amino] -5- [5 -f luoro-2- ( (1- 
isopropylpyrrolidin-3 -yl) oxy) phenyl] -3 -thiophenecarboxamide 
494774- 14 -OP, 2-[ (Aminocarbonyl) amino] -5- [2- ( (1- 

isopropylpyrrolidin-3 -yl) oxy) -3- ( (morpholin-4 -yl ) methyl) phenyl] -3- 
thiophenecarboxamide 494774 -16 -2P, 2- [ (Aminocarbonyl) amino] -5- [2- 

[ [1- (cyclopropylmethyl) pyrrol idin- 3 -yl] oxy] phenyl] -3 -thiophenecarboxamide 
494774- 18 -4P, 2- [ (Aminocarbonyl) amino] -5- [2- ( (1- 
cyclopropylpyrrolidin-3 -yl ) oxy) phenyl] -3 -thiophenecarboxamide 
494774-21- 9P, 2 - [ (Aminocarbonyl) amino] -5- [2 - [2 - (4-f luoropiperidin- 
l-yl) ethoxy] phenyl] -3 -thiophenecarboxamide 4 94774 -2 3 -IP, 
2 - [ (Aminocarbonyl ) amino] -5 - [2 - ( ( l-methylpiperidin-4 -yl ) oxy) phenyl] -3 - 
thiophenecarboxamide 494774 -25-3P, 2- [ (Aminocarbonyl) amino] -5- [2- 

( ( 1-methylpyrrolidin- 3 -yl) oxy) phenyl] -3 -thiophenecarboxamide 
494774-27- 5P, 2- [ (Aminocarbonyl) amino] -5- [4- [2- (morpholin-4 - 
yl) acetyl] phenyl] -3 -thiophenecarboxamide 494774-28-6P, 

2- [ (Aminocarbonyl) amino] -5- [2 - [2 - (4 -hydroxy- 1 -piper idinyl) ethoxy] phenyl] -3- 
thiophenecarboxamide 494774 -30 -OP, 2- [ (Aminocarbonyl) amino] -5- [2- 

[2 - (2 , 2 , 6 , 6-tetramethylpiperidin-l-yl) ethoxy] phenyl] -3- 
thiophenecarboxamide 494774-32-2P 494774-34-4P, 
2 - [ (Aminocarbonyl) amino] -5- [2- [2- (2, 5 -dimethyl -3 -pyrrolin- 1 - 
yl) ethoxy] phenyl] thiophene-3 -carboxamide 494774-36-6P, 

(S) -2- [ (Aminocarbonyl) amino] -5- [4- (2-methoxymethylpyrrolidin-l- 
ylmethyl) phenyl] thiophene-3 -carboxamide 494774 -37 -7P , 
2- [ (Aminocarbonyl) amino] -5- [4- ( (4-aminocarbonylpiperidin-l- 
yl) methyl) phenyl] thiophene-3 -carboxamide 494774 -3 8 -8P, 
2- [ (Aminocarbonyl) amino] -5- [4- ( (3 -hydroxymethylpiperidin-l- 
yl ) methyl ) phenyl] thiophene-3 -carboxamide 494774 -39-9P, 
2- [ (Aminocarbonyl) amino] -5- [4- (4-hydroxymethylpiperidin-l- 
ylmethyl) phenyl] thiophene-3 -carboxamide 494774 -40 -2P, 
2- [ (Aminocarbonyl) amino] -5- [2- [3- (morpholin-4 -yl) pyrrol idin- 1- 
yl] phenyl] thiophene-3 -carboxamide 494774-43 -5P, 
2- [ (Aminocarbonyl) amino] -5- [2- [4- (2 -methoxyethyl) piperazin- 1- 
yl] phenyl] thiophene-3 -carboxamide 494774-45-7P, 

2- [ (Aminocarbonyl) amino] -5-[2-[(lS,4S)-2 , 5 -diazabicyclo [2.2 . 1] heptan-2- 
y 1 ] phenyl ] t hiophene - 3 - carboxamide 494775-33-6P, 

2- [ (Aminocarbonyl) amino] -5- [2- ( (4- (tert-butyloxycarbonyl) piperazinyl) methy 
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1 ) phenyl ] - 3 - thiophenecarboxamide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of ureido-carboxamido thiophenes as inhibitors of IKK2 kinase) 
RN 494771-42-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl ) amino] -5 - [1 , 1 ■ -biphenyl] -4 -yl -4 - 
methyl- (9CI) (CA INDEX NAME) 




RN 494771-44-7 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5- [4 - [ (3 , 5 -dimethyl -4 - 
isoxazolyl ) me thoxy] phenyl] -4 -methyl- (9CI) (CA INDEX NAME) 




RN 494771-46-9 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl) amino] -5 - [4 -[ (4 - 

chlorophenyl) me thoxy] phenyl] -4 -methyl- (9CI) (CA INDEX NAME) 




RN 494771-47-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ (5-chloro-2 - 
thienyl) methoxy] phenyl] -4 -methyl- (9CI) (CA INDEX NAME) 
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RN 494771-49-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4-methyl-5- [4- [2- (2,2,6,6- 
tetramethyl-l-piperidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



Me 




H2N- C Me 



0 

RN 4 94771-52-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4 -methyl -5- [4- (4- 
thiazolylmethoxy) phenyl] - (9CI) (CA INDEX NAME) 



O 




O 



RN 494771-55-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4 -methyl -5- [4- (1, 2, 5- 
thiadiazol -3 -ylmethoxy) phenyl ] - (9CI) (CA INDEX NAME) 
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RN 494771-58-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ (hexahydro-1 -methyl - 
lH-azepin- 3 -yl)oxy] phenyl] -4 -methyl- (9CI) (CA INDEX NAME) 




RN 494772-19-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (1, 3 , 4-oxadiazol-2- 
yl) phenyl]- (9CI) (CA INDEX NAME) 




0 



RN 494772-20-2 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- 
(cyclopropylmethoxy) phenyl] - (9CI) (CA INDEX NAME) 



Page 58 



Truong 09_868884 




RN 494772-21-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [3- (4- 
thiazolylmethoxy) phenyl] - (9CI) (CA INDEX NAME) 



0 




RN 494772-23-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- (4- 
morpholinylmethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-41-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- 
(phenylmethoxy) phenyl ] - (9CI) (CA INDEX NAME) 
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RN 494772-42-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ (4- 
f luorophenyDmethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-44-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- (4- 
f luorophenyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 




RN 494772-46-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl) amino] -5 - [2 - [2 - (4 - 
chlorophenyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494772-48-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- (2- 
phenylethoxy) phenyl ] - (9CI) (CA INDEX NAME) 




RN 494772-52-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5-[2-[[2-(4- 
morpholinyl) ethyl] thio] phenyl] - (9CI) (CA INDEX NAME) 




H 2 N-C 



O 

RN 494772-54-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5 - [2 - [ [2 - (1- 
pyrrolidinyl) ethyl] thio] phenyl] - (9CI) (CA INDEX NAME) 



H 2 N~ C— NH 




C-NH2 



S- CH 2 -CH 2 K 




RN 494772-56-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - [2 -[ [2 - 
piperidinyl) ethyl] thio] phenyl] - (9CI) (CA INDEX NAME) 



(1- 
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RN 494772-58-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (1- 
pyrrolidinyl ) phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-59-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (1- 
piperidinyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-60-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- ( lH-imidazol -1- 
yl) phenyl]- (9CI) (CA INDEX NAME) 
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RN 494772-63-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [2- (2- 
methoxyethoxy) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



H 2 N- 




O— CH2 - CH2~ O- CH2 — CH2 — OMe 



H 2 N- C 



O 

RN 494772-64-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- [2- 
(cyclopropylmethoxy) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H 2 N-C 



0 

RN 494772-68-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [3-chloro-4- 
[ (tetrahydro-2-f uranyl) me thoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494772-70-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] 
furanyl ) me thoxy] phenyl ] - (9CI) (CA INDEX NAME) 



•5- [4- [ (tetrahydro-2- 



CH 2 -0 




NH— C— NH2 



RN 4 94772-74-6 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - [4 - [2 - (2 - 
me thoxye thoxy) ethoxy] -3 -methylphenyl] - (9CI) (CA INDEX NAME) 



H2N— C— NH. 




O— CH2~ CH2— O— CH2~ CH2~ OMe 



RN 494772-76-8 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl ) amino] -5 - [3 -chloro-4 - [2 - (2 - 
me thoxye thoxy) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



H2N— C— NH. 




0— CH2— CH2— 0- CH 2 - CH2~ OMe 



RN 494772-78-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 -[ (aminocarbonyl ) amino] -5 - 
piperazinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 



[2- [ (4-methyl-l- 
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RN 494772-80-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [4- (1-methylethyl) - 
1-piperazinyl] methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-81-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (1- 
pyrrolidinylmethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-82-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5 - [2- [2- (4 , 4 -dif luoro-l- 
piperidinyl ) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 4 94772-84-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- (3, 3 -dif luoro- 1- 
pyrrolidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-86-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- (4- 
morpholinylmethyl ) phenyl] - (9CI) (CA INDEX NAME) 



H 2 N~ C 
O 



CH 2 - 



-N 



H2N- C~ NH 



RN 494772-91-7 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5-[4-[[(2R,6S)-2,6- 
dimethyl-4-morpholinyl] methyl] phenyl] rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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RN 4 94772-93-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2R, 6S) -2 , 6- 
dimethyl-4 -mo rp hoi inyl] methyl] phenyl] - , rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




0 



RN 494772-95-1 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- (8-oxa-3- 
azabicyclo[3.2.1]oct-3-ylmethyl)phenyl] - (9CI) (CA INDEX NAME) 




RN 494772-97-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (2 -methylpropoxy) -3- 
(4 -morpholinylmethyl) phenyl] - (9CI) (CA INDEX NAME) 
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4 94772-99-5 HCAPLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [3- (4- 
morphol inylme thy 1) phenyl ] - (9CI) (CA INDEX NAME) 




4 94773-00-1 HCAPLUS 

3 - Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [2- (methoxymethyl) - 

4 - morpholinyl] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




4 94773-02-3 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [3 -f luoro-4 - (4 - 
morphol inylme thyl) phenyl] - (9CI) (CA INDEX NAME) 




H2N— C 



O 
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RN 494773-03-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [3-chloro-4- (4- 
morpholinylmethyl) phenyl] - (9CI) (CA INDEX NAME) 



CI 




H2N— C 



O 

RN 494773-05-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ (4 , 4 -dif luoro- 1- 
piperidinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 



O 




RN 494773-07-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [1- (1- 
piperidinyl) ethyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 494773-09-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [(1R) -1- (4- 
morpholinyl) ethyl] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 




RN 494773-11-4 HCAPLUS 

CM 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ [4- (2 - me thoxy ethyl) - 
1-piperazinyl] methyl] phenyl] - (9CI) (CA INDEX NAME) 




CH2~ CH2~0Me 



RN 4 94773-13-6 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [4- (1- 
piperidinylmethyl ) phenyl ] - (9CI) (CA INDEX NAME) 




RN 494773-14-7 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4 - [ ( IS , 4S) -2-oxa-5- 
azabicyclo[2.2.1]hept-5-ylmethyl]phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 494773-16-9 HCAPLUS 

CN 3-Thiophenecarboxamide, 5- [4- [ (4 -acetyl -1-piperazinyl) methyl] phenyl] 
[ (aminocarbonyl) amino] - (9CI) (CA INDEX NAME) 



O 




AC 



H2N-C 



0 

RN 494773-18-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ ( tetrahydro-1 
oxazepin-4 (5H) -yl) methyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 494773-20-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ (IS) -1- (4- 
morpholinyl) ethyl] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me 




0 



RN 494773-22-7 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4 - [1-methyl-l- (4 - 
morpholinyl) ethyl] phenyl] - (9CI) (CA INDEX NAME) 




RN 494773-26-1 HCAPLUS 

CN 2 -Piperidinecarboxylic acid, 1- [ [4- [4 - (aminocarbonyl) -5- 

[ (aminocarbonyl ) amino] -2 -thienyl] phenyl] methyl] - , ethyl ester (9CI) (CA 
INDEX NAME) 




H2N— C 0 



O 

RN 494773-27-2 HCAPLUS 

CN 3 -Piperidinecarboxamide , 1- [ [4- [4- (aminocarbonyl) -5- [ (aminocarbonyl) amino] - 
2-thienyl] phenyl] methyl] -N, N-diethyl - (9CI) (CA INDEX NAME) 
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CH2 N 




0 

II 

C~NEt2 



RN 494773-28-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- [ (3 -hydroxy- 1- 
pyrrolidinyl) methyl] phenyl] - (9CI) (CA INDEX NAME) 



HO 




N CH2 




NH- C~ NH 2 



RN 494773-29-4 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [4- (2 -hydroxy ethyl) 
1-piperazinyl] methyl] phenyl] - (9CI) (CA INDEX NAME) 



H2N— C~ NH. 




CH 2 N 



N^ 



CH2-CH2-OH 



RN 494773-30-7 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminocarbonyl ) amino] -4 -methyl -5 - [4 - (4 - 
morpholinylmethyl ) phenyl] - (9CI) (CA INDEX NAME) 



H2N— C— NH. 




CH 2 
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4 94 773-34-1 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- (1- 
piperazinyl) phenyl] - (9CI) (CA INDEX NAME) 




4 94 773-37-4 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- (4 -methyl -1- 
piperazinyl) phenyl] - (9CI) (CA INDEX NAME) 




494773-38-5 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [3- (methylamino) 
pyrrolidinyl] phenyl] - (9CI) (CA INDEX NAME) 




NH~ C— NH2 



NHMe 



494773-41-0 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [4- (cyclopentyloxy) 
[2- (l-piperidinyl)ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 4 94773-46-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [2- (1- 

piperidinyl) ethoxy] -4- ( 1 -pyrrolidinyl ) phenyl] - (9CI) (CA INDEX NAME) 




RN 4 94773-50-1 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- ( 1-piperidinyl ) -2- [2- 
(1-piperidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494773-52-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (4- 

morpholinylmethyl) -2- [2- ( 1 -piper idinyl ) ethoxy] phenyl] - (9CI) (CA INDEX 
NAME) 




RN 494773-55-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (2 -met hoxy ethoxy) -2- 
[2- (1-piperidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494773-57-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- (4 -morpholinyl ) -2- [2- 
(1-piperidinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 




RN 494773-59-0 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- (2- 
hydroxyethoxy) phenyl] - (9CI) {CA INDEX NAME) 




RN 4 94773-61-4 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [ (3R) - tetrahydro-3 - 
furanyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 494773-62-5 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [(3S) -tetrahydro 
furanyl ] oxy] phenyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 494773-64-7 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [ ( tetrahydro-2H- 
pyran-4 -yl) oxy] phenyl] - (9CI) (CA INDEX NAME) 



0 

II 

H2N— e 




H 2 N- C 



0 

RN 494773-66-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - [2 - 
(cyclopropylmethoxy) phenyl] - (9CI) (CA INDEX NAME) 
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RN 494773-68-1 HCAPLUS 

CN 3-Thiophenecarboxamide # 2- [ (aminocarbonyl) amino] -5- [2- 
(cyclopentyloxy) phenyl] - (9CI) (CA INDEX NAME) 




RN 494773-70-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- 
3 -pyrrolidinyl ] oxy] phenyl ] - (9CI) (CA INDEX NAME) 



[2- [ [1- (1-methylethyl) - 




l-Pr 



RN 494773-73-8 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] 
pyrrolidinyl) oxy] phenyl] - (9CI) (CA INDEX NAME) 



5- [2- [ (l-ethyl-3- 
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RN 494773-77-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- (3- 
pyrrolidinyloxy) phenyl] - (9CI) (CA INDEX NAME) 




NH— C— NH2 



RN 494773-80-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [ (2S) -l-methyl-2- 
pyrrolidinyl] me thoxy] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NH 2 



NH 2 



RN 494773-82-9 HCAPLUS 

CN 3-Thiophenecarboxamide; 2- [ (aminocarbonyl) amino] -5- [2- [ [1- (2 -methoxyethyl) 
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3 -pyrrolidinyl ] oxy] phenyl ] - (9CI) <CA INDEX NAME) 




NH~ C~ NH 2 



CH2-CH2-OMe 
RN 4 94773-84-1 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [2- [ [ (2R) - 1 -methyl -2- 
pyrrolidinyl] methoxy] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




NH 2 



NH 2 



RN 494773-87-4 HCAPLUS 

CN 3-Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5- [2- [2 -(2,2, 6-trimethyl- 
1 -piper idinyDethoxy] phenyl ] - (9CI) (CA INDEX NAME) 
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CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [5-chloro-2- [ [1- (1- 
methylethyl) -3 -pyrrol idinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 



0 

II 



C-NH2 




i-Pr 

RN 494773-92-1 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 - [ (aminocarbonyl) amino] -5- [4 -f luoro-2 - [ [1- (1- 
methylethyl) -3 -pyrrol idinyl ] oxy] phenyl] - (9CI) (CA INDEX NAME) 




i-Pr 



RN 494773-94-3 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4, 5-dif luoro-2- [ [1- (1- 
methylethyl) -3 -pyrrol idinyl] oxy] phenyl ] - (9CI) (CA INDEX NAME) 
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i-Pr 



RN 494773-96-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl ) amino] -5- [5 -methyl -2 - [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 494773-98-7 HCAPLUS . 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [5-cyano-2- [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl ] - (9CI) (CA INDEX NAME) 
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CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [5 -methoxy-2 - [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 



MeO. 




l-Pr 

RN 4 94774-02-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [3 , 5-dif luoro-2 - [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 



NH 2 




NH— C- NH2 



i-Pr 



RN 494774-04-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [3 -methoxy-2 - [ [1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 



(1- 
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i-Pr 



RN 494774-06-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [1- (1-methylethyl) 
3 -pyrrol idinyl]oxy] -5- (trifluoromethyl ) phenyl] - (9CI) (CA INDEX NAME) 



F3C. 




F3C 



NH 2 



NH— C— NH2 



i-Pr 



RN 494774-08-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [1- (1-methylethyl) 
3-pyrrolidinyl]oxy] -4- (trif luoromethyl ) phenyl] - (9CI) (CA INDEX NAME) 




NH— C— NH2 



i-Pr 



RN 494774-10-6 HCAPLUS 
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3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4 -methoxy-2 - [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 




i-Pr 



4 94774-12-8 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [5-f luoro-2- [ [1- (1- 
methylethyl) -3 -pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 




494774-14-0 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ [1- (1-methylethyl) - 
3 -pyrrolidinyl] oxy] -3- (4 -mo rpholinylmethyl) phenyl] - (9CI) (CA INDEX NAME) 
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Pr-i 
/ 




0 O 




RN 4 94 774-16-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [ [1- 

(cyclopropylmethyl) -3-pyrrolidinyl] oxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 4 94 774-18-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- [2- [ (l-cyclopropyl-3- 
pyrrolidinyl) oxy] phenyl ] - (9CI) (CA INDEX NAME) 




RN 4 94 774-21-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- (4-f luoro-l- 
piperidinyl ) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 494774-23-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [ (1 -methyl -4- 
piperidinyl) oxy] phenyl] - (9CI) (CA INDEX NAME) 



Me. 



0 

H2N— c— 




H 2 N-C 



0 

RN 4 94 774-25-3 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [2- [ (l-methyl-3- 
pyrrolidinyl) oxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 4 94 774-27-5 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 -[ (aminocarbonyl) amino] -5 - [4 - (4 - 
morpholinylacetyl) phenyl] - (9CI) (CA INDEX NAME) 
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RN 494774-28-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- 
piperidinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 



(4 -hydroxy- 1- 



HO. 




N CH2— CH2— 0 

0 



H2N— c— 




RN 4 94774-30-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 - [ (aminocarbonyl) amino] -5- [2- [2- (2,2,6,6- 
tetramethyl -1-piperidinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 




Me 

Me 

O- CH2~ CH2 N 




Me Me 



RN 494774-32-2 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [2- (2 , 5 -dihydro- 1H- 
pyrrol -1-yl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 
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RN 494774-34-4 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- [2- [2- (2 , 5-dihydro-2 
dimethyl -lH-pyrrol-l-yl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



Me 




RN 494774-36-6 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [ (2S) -2- 

(methoxymethyl) -1 -pyrrol idinyl] methyl] phenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




MeO 

RN 494774-37-7 HCAPLUS 

CN 4-Piperidinecarboxamide, 1- [ [4- [4- (aminocarbonyl) -5- [ (aminocarbonyl) ami 
2 -thienyl] phenyl] methyl] - (9CI) (CA INDEX NAME) 
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H2N— C 0 



0 

4 94774-38-8 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [3- (hydroxymethyl) 
1 -piperidinyl] methyl] phenyl ] - (9CI) (CA INDEX NAME) 




4 94774-39-9 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [ [4- (hydroxymethyl) 
1-piperidinyl] methyl] phenyl] - (9CI) (CA INDEX NAME) 




4 94774-4 0-2 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [2- [3- (4-morpholinyl) - 
pyrrol idinyl] phenyl ] - (9CI) (CA INDEX NAME) 
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CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [2- [4- (2 -methoxyethyl) - 
l-piperazinyl]phenyl] - (9CI) (CA INDEX NAME) 



MeO- CH2 — CH2 



0 

H2N— C— 




H2N-C 



O 



RN 494774-45-7 HCAPLUS 

CN 3-Thiophenecarboxamide, 2 - [ (aminocarbonyl) amino] -5-[2-(lS,4S)-2,5- 
diazabicyclo[2 .2 . 1] hept-2-ylphenyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 494775-33-6 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4 -[ [2 - [4 - (aminocarbonyl ) -5 - 

[ (aminocarbonyl) amino] -2 -thienyl] phenyl] methyl] -, 1 , 1 -dimethylethyl ester 
(9CI) (CA INDEX NAME) 
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0 



H 2 N- C~ NH. 



H 2 N-C 



O 



IT 4 94772-79- IP, 2 - [ (Aminocarbonyl) amino] -5- (2 -f ormylphenyl) -3- 

thiophenecarboxamide 494773 -25-0P , 2- [ (Aminocarbonyl) amino] -5- (4- 
f ormylphenyl ) thiophene-3 -carboxamide 494773 -36-3P, 

2- [ (Aminocarbonyl) amino] -5- [2- (4 -tert-butyloxycarbonylpiperazin-1 - 
yl) phenyl] thiophene-3 -carboxamide 494773-40- 9P, 
2- [ (Aminocarbonyl) amino] -5- [2- [3- (N-tert-butyloxycarbonyl-N- 
methylamino) pyrrol idin- 1 -y 1 ] phenyl ] thiophene - 3 - carboxamide 
RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 



(preparation of ureido-carboxamido thiophenes as inhibitors of IKK2 kinase) 



RN 494772-79-1 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (2 -f ormylphenyl) - (9CI) 
(CA INDEX NAME) 



RN 494773-25-0 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4 -f ormylphenyl) - (9CI) 
(CA INDEX NAME) 




H 2 N 



C 



O 




0 



H 2 N-C 
O 
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RN 494773-36-3 HCAPLUS 

CN 1-Piperazinecarboxylic acid, 4- [2 - [4 - (aminocarbonyl ) -5- 

[ (aminocarbonyl) amino] -2 -thienyl] phenyl] - , 1, 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 




RN 494773-40-9 HCAPLUS 

CN Carbamic acid, [1- [2- [4- (aminocarbonyl) -5- [ (aminocarbonyl) amino] -2- 

thienyl] phenyl] -3 -pyrrol idinyl] methyl-, 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 



0 




O Me 
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AB The title compds . [I; A = 5 -membered heteroarom. ring containing 1-2 

heteroatoms selected from 0, N or S; Rl = (un) substituted Ph, 5-7 membered 
heteroarom. ring containing 1-3 heteroatoms selected from 0, N or S; R2 = H, 
halo, CN # etc.; X = 0, S] , useful in the treatment or prophylaxis of 
inflammatory disease, were prepared Thus, refluxing 3 -amino- 5 -phenyl -2 - 
thiophenecarboxamide with trimethylsilyl isocyanate in DMF/CH2C12 afforded 
II . 

IT 354811-01-1P 354811-06-6P 3 54811-31-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of thiophenecarboxamides as inhibitors of the enzyme IKK-2) 
RN 354811-01-1 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- (3 -hydroxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N- C- NH 



RN 354811-06-6 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (2-methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




H2N— C— NH 



RN 354811-31-7 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4-methoxyphenyl) -4- 
methyl- (9CI) (CA INDEX NAME) 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of thiophenecarboxamides as inhibitors of the enzyme IKK-2) 
RN 354810-80-3 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5 -phenyl- (9CI) (CA 
INDEX NAME) 




NH— C— NH2 



RN 354810-83-6 HCAPLUS 

CN 2-Thiophenecarboxamide, 3 - [ (aminocarbonyl ) amino] -5 -( 3 -chlorophenyl ) - (9CI) 
(CA INDEX NAME) 
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H2N— C— NH 



RN 354810-86-9 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (4 -fluorophenyl) - (9CI) 
(CA INDEX NAME) 




H 2 N— C— NH 



RN 354810-88-1 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (4 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 




H2N— C— NH 



RN 354810-90-5 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- (2- 
methylpropyl ) phenyl ] - (9CI) (CA INDEX NAME) 




H2N— C— NH 



RN 354810-95-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (4-methoxyphenyl) - 
(9CI) (CA INDEX NAME) 
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H2N— C— NH 



RN 354811-04-4 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (2 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 




H2N— C~ NH 



RN 3 54811-07-7 HCAPLUS 

CN 2-Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- [2- [2- 
(dimethylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 



0 O— CH2~ CH2~ NMe2 




H2N— C~ NH 



RN 354811-08-8 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- [4- [2- 
(dimethylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N— C- NH 



RN 354811-09-9 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3 - [ ( aminocarbonyl ) amino] - 5 - ( 3 -me thoxyphenyl ) - 
(9CI) (CA INDEX NAME) 
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H2N— C— NH 



RN 354811-10-2 HCAPLUS 

CN 3-Thiophenecarboxamide , 2 -[ (aminocarbonyl ) amino] -5 -phenyl- (9CI) (CA 
INDEX NAME) 




RN 354811-11-3 , HCAPLUS 

CN 2 -Thiophenecarboxamide , 3 -[ (aminocarbonyl) amino] -5 - [4 - [2 - (4 - 
morpholinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-12-4 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl ) amino] -5- [4- [2- (1- 
pyrrolidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-13-5 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [2- (1- 
piperidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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H2N— C— NH 



RN 3 54811-14-6 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [4- [3- 
(dimethylamino) propoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N- C— NH 



RN 354811-15-7 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [3- [2- 
(dimethylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N— C— NH 



RN 354811-16-8 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [3- [2- (4- 
morpholinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 




H 2 N- C— NH 



RN 354811-17-9 HCAPLUS 

CN 2-Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5-[3-[2-(l- 
pyrrolidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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0 




NH— C— NH2 



RN 354811-18-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [3- [2- (1- 
piperidinyl ) ethoxy 3 phenyl ] - (9CI) (CA INDEX NAME) 




H2N-C— NH 



RN 354811-19-1 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3 -[ (aminocarbonyl ) amino] -5- [3 - [3 - 
(dimethylamino) propoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N— C-NH 



RN 354811-20-4 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [2- [2- (4- 
morpholinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




H2N- C- NH 



RN 354811-23-7 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [2- [2 - (1- 
pyrrolidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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NH-C— NH2 




RN 354811-26-0 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- [2- [2- (1- 
piperidinyl ) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 



n 

N CH 2 - CH 2 ~ O 




H2N- C- NH 



RN 354811-27-1 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl ) amino] -5- [2- [3- 
(dimethylamino) propoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-28-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl) amino] -5- (4-chlorophenyl) -4- 
methyl- (9CI) (CA INDEX NAME) 




RN 354811-29-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4 -methyl -5- (4- 
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methylphenyl) - (9CI) (CA INDEX NAME) 




RN 354811-30-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -4-ethyl-5-phenyl- (9CI) 
(CA INDEX NAME) 




RN 3 54811-32-8 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4 -f luorophenyl) -4- 
methyl- (9CI) (CA INDEX NAME) 




RN 354 811-33-9 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (3 -f luorophenyl) -4- 
methyl- (9CI) (CA INDEX NAME) 
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H2N— C Me 



0 



354 811-34-0 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (3 -methoxyphenyl ) - 
methyl- (9CI) (CA INDEX NAME) 




354811-35-1 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (3-chloro-4- 
methoxyphenyl) -4 -methyl- (9CI) (CA INDEX NAME) 




354 811-36-2 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (2 -chlorophenyl) -4 
methyl- (9CI) (CA INDEX NAME) 
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354 811-37-3 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -4-methyl-5- [3- 
(trifluoromethyl) phenyl] - (9CI) (CA INDEX NAME) 



0 




H2N- C Me 



0 



3 54 811-38-4 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4 -methoxy-3 - 
methylphenyl) -4 -methyl- (9CI) (CA INDEX NAME) 



Me 




H2N- C Me 



0 

3 54811-39-5 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (3 , 5-dimethoxyphenyl) 
methyl- (9CI) (CA INDEX NAME) 



OMe 




H2N— C Me 



0 

354 811-40-8 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (2 , 3 -dimethoxyphenyl ) 
methyl- (9CI) (CA INDEX NAME) 
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0 




OMe 



O 



354811-41-9 HCAPLUS 

3 -Thiophenecarboxamide , 2- [ ( ami nocarbonyl) amino] -4 -methyl -5- [4- (1- 
methylethyl) phenyl] - (9CI) (CA INDEX NAME) 




H 2 N- C Me 



0 

354811-42-0 HCAPLUS 

3 -Thiophenecarboxamide, 2 - [ (aminocarbonyl) amino] -4 -methyl -5- (3,4,5- 
trimethoxyphenyl) - (9CI) (CA INDEX NAME) 



OMe 




H2N-C Me 



O 

354 811-48-6 HCAPLUS 

3 -Thiophenecarboxamide , 2 - [ (aminocarbonyl) amino] -5 - (3 , 4 -dichlorophenyl) 
methyl- (9CI) (CA INDEX NAME) 
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H2N- C Me 

II 

0 



354811-49-7 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4 -cyanophenyl ) -4 
methyl- (9CI) (CA INDEX NAME) 




354 811-50-0 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4 -hydroxyphenyl) 
methyl- (9CI) (CA INDEX NAME) 




354 811-51-1 HCAPLUS 

3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4 -methyl -5- [4- [2- (1 
piperidinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 
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RN 354811-52-2 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [2- 

(diethylamino)ethoxy] phenyl] -4 -methyl- (9CI) (CA INDEX NAME) 




RN 354811-54-4 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5-phenyl-4- 
(trif luoromethyl) - (9CI) (CA INDEX NAME) 




RN 354811-56-6 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -4 -methyl- 5 -phenyl- (9CI) 
(CA INDEX NAME) 




RN 354811-58-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4- cyanophenyl) - (9CI) 
(CA INDEX NAME) 
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RN 354811-59-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4- 
(trif luoromethyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-60-2 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2- [ (aminocarbonyl ) amino] -5- (2 , 4-dif luorophenyl) 
(9CI) (CA INDEX NAME) 




RN 354811-66-8 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- (4 -hydroxyphenyl) - 
(9CI) (CA INDEX NAME) 
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RN 354811-67-9 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4 -chlorophenyl) - (9CI) 
(CA INDEX NAME) 




RN 354811-68-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ {aminocarbonyl ) amino] -5- [4- 
(methylsulfonyl) phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-79-3 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ {aminocarbonyl ) amino] -5- [4- [2- (1- 
piperidinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 3 54811-80-6 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2 - [ (aminocarbonyl) amino] -5- [4 - [2 - (2 , 2 , 6 , 6 - 
tetramethyl-l-piperidinyl) ethoxy] phenyl ] - (9CI) (CA INDEX NAME) 
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0 




354 811-81-7 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4 
thiazolylmethoxy) phenyl] - (9CI) <CA INDEX NAME) 




354811-82-8 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- [4 
(dimethylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




354811-83-9 HCAPLUS 

3-Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4 
(diethylamino) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 
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RN 354811-84-0 HCAPLUS 

CN 3 -Thiophenecarboxamide, 2- [ (aminocarbonyl) amino] -5- [4- [2- (4- 
morpholinyl) ethoxy] phenyl] - (9CI) (CA INDEX NAME) 




RN 354811-89-5 HCAPLUS 

CN 3 -Thiophenecarboxamide , 2 -[ (aminothioxomethyl ) amino] -5 -phenyl- (9CI) (CA 
INDEX NAME) 




IT 354811-95-3P 354811-96-4P 354812-11-6P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of thiophenecarboxamides as inhibitors of the enzyme IKK-2) 
RN 354811-95-3 HCAPLUS 

CN 2 -Thiophenecarboxamide, 3- [ (aminocarbonyl) amino] -5- (2 -hydroxyphenyl ) - 
(9CI) (CA INDEX NAME) 




H2N— C— NH 



RN 354811-96-4 HCAPLUS 

CN 2 -Thiophenecarboxamide , 3- [ (aminocarbonyl) amino] -5- (4 -hydroxyphenyl ) - 
(9CI) (CA INDEX NAME) 
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H2N- C- NH 



RN 354 812-11-6 HCAPLUS 

CN 3-Thiophenecarboxamide, 2- [ (aminocarbonyl ) amino] -5- (4 -methoxyphenyl) - 
(9CI) (CA INDEX NAME) 




REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> => => d stat que 122 nos 



L3 STR 

L5 63 8 SEA FILE=REGISTRY SSS FUL L3 

L8 STR 

L10 STR 

Lll 286 SEA FILE=REGISTRY SUB=L5 SSS FUL L10 AND L8 

L12 12 SEA FILE=HCAPLUS ABB=ON PLU=ON Lll 

L13 334 SEA FILE=HCAPLUS ABB=ON PLU=ON ( "BAXTER ANDREW" /AU OR 



"BAXTER ANDREW D"/AU OR "BAXTER ANDREW DAVID ROTHWELL " / AU OR 
"BAXTER ANDREW DOUGLAS " / AU OR "BAXTER ANDREW G"/AU OR "BAXTER 
ANDREW J"/AU OR "BAXTER ANDREW J G"/AU OR "BAXTER ANDREW 
JOHN"/AU OR "BAXTER ANDREW JOHN GILBEY" /AU OR "BAXTER ANDREW 
JOHN GILBY" /AU OR "BAXTER ANDREW W"/AU) OR ("BAXTER A"/AU OR 
"BAXTER A C"/AU OR "BAXTER A D"/AU OR "BAXTER A G"/AU OR 
"BAXTER A J"/AU OR "BAXTER A J G"/AU OR "BAXTER A L"/AU OR 
"BAXTER A LESLEY "/AU OR "BAXTER A M"/AU OR "BAXTER A N"/AU OR 
"BAXTER A S"/AU) 



L14 25 SEA FILE=HCAPLUS ABB=ON PLU=ON "BROUGH S"/AU OR ("BROUGH 

STEPHEN" /AU OR "BROUGH STEPHEN J"/AU OR "BROUGH STEPHEN 

JOHN"/AU OR "BROUGH STEVE "/AU) 

L15 39 SEA FILE=HCAPLUS ABB=ON PLU=ON ("FAULL A W"/AU OR "FAULL 

ALAN" /AU OR "FAULL ALAN W"/AU OR "FAULL ALAN WELLINGTON" /AU) 

L16 29 SEA FILE=HCAPLUS ABB = ON PLU=ON ( "MCINALLY T"/AU OR "MCINALLY 

THOMAS "/AU OR "MCINALLY TOM"/AU) 

L17 1 SEA FILE=HCAPLUS ABB = ON PLU=ON L13 AND L14 AND L15 AND L16 

L18 0 SEA FILE=HCAPLUS ABB=ON PLU=ON L17 NOT L12 

L19 13 SEA FILE=HCAPLUS ABB=ON PLU=ON L13 AND (L14 OR L15 OR L16) 

L20 11 SEA FILE=HCAPLUS ABB=ON PLU=ON L14 AND (L15 OR L16) 

L21 1 SEA FILE=HCAPLUS ABB=ON PLU=ON LIS AND L16 

L22 14 SEA FILE=HCAPLUS ABB=ON PLU=ON (L18 OR L19 OR L20 OR L21) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 872778 HCAPLUS 
141 :366033 

Preparation of phenoxyacetic acids as CRTh2 receptor 
modulators for treatment of respiratory disorders 
Bonner t, Roger; Brough, Stephen; Davies, 
Andrew; Luker, Timothy; Mcinally, Thomas; 
Millichip, Ian; Pairaudeau, Garry; Patel, 
Rukhsana; Thorn, Stephen 
Astrazeneca AB, Swed. 
PCT Int. Appl. , 127 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



Anil; Rasul, 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



20040898 


85 




Al 




20041021 




WO 2004- 


SE535 




20040406 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


us, 


uz, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW 


RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 































PRIORITY APPLN. INFO.: 

OTHER SOURCE ( S ) : 

GI 



SE 2003-1010 



20030407 



MARPAT 141:366033 




AB The invention relates to substituted phenoxyacetic acids I [wherein X = 
halo, CN, N02, SO0-2R6, (halo) alkyl ; Y = H, halo, CN, N02 , S02R3, 0R4 , 
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SR4, S0R3, S02NR4R5, CONR4R5, NR4R5 , NR6S02R3 , NR6S02R3 , NR6C02R6, 
NR6COR3 , (un) substituted (cyclo) alkyl , alkenyl, alkynyl; Z - 
(un) substituted aryl, heterocyclyl ; Rl, R2 = independently H, halo, 
(un) substituted (cyclo) alkyl , alkenyl, alkynyl; or CR1R2 = (un) substituted 
cycloalkyl, heterocyclyl; R3 = (un) substituted (cyclo) alkyl ; R4 , R5 = 
independently H, (un) substituted (cyclo) alkyl ; or NR4R5 = (un) substituted 
heterocyclyl; R6 = H, alkyl; and pharmaceutically acceptable salts 
thereof] were prepared as modulators of prostaglandin D2 , a ligand for 
orphan receptor CRTh2 . For example, tert-Bu bromoacetate was coupled with 
4-bromo-2-chlorophenol using K2C03 in DMF to give tert-Bu 
(2 -bromo-4-chlorophenoxy) acetate . Reaction of the (bromophenoxy) acetate 
with 4- (ethylthio) phenylboronic acid in the presence of CsF and 
Pd(dppf)C12 in dioxane, followed by deesterif ication using TFA in DCM 
afforded II. In a ligand binding assay using HEK cells expressing 
rhCRTh2/Gctl6, compds . of the invention showed affinity for the CRTh2 
receptor with IC50 <10 yiM. Thus, I are antiinflammatory agents, 
analgesics, and antipyretics that are useful for treating respiratory 
diseases, such as asthma and rhinitis (no data) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compound I, useful for treating a chemokine mediated diseases such 
as asthma, allergic rhinitis, COPD, inflammatory bowel disease, 
osteoarthritis, osteoporosis, rheumatoid arthritis, psoriasis, cancer, 
etc., was prepared in a 7-step process, starting from 4 -amino- 6 -hydroxy- 2 - 
mercaptopyrimidine and 2 , 3 -dif luorobenzyl bromide. The compound I showed 
IC50 of < 10 uM against hrCXCR2 binding. The latter was also tested in 
intracellular calcium mobilisation assay and found to be an antagonist of 
the CXCR2 receptor in human neutrophils. A process for the preparation of the 
compound I which comprises reaction of II [R = alkyl] with an acid is 
claimed. The pharmaceutical composition comprising the compound I is claimed. 
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A Hit-to-Lead optimization program was carried out 
throughput screening hit compound resulting in the 
potent P2X7 antagonists. 
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AB A Hit-to-Lead optimization program was carried out on the high throughput 
screening hit, the triazolethiol , resulting in the discovery of the 
potent, orally bioavailable triazolethiol CXCR2 receptor antagonist. 
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AB The title compds . [I; Rl = (un) substituted Ph; R2-R4 = H, alkyl; R5 = 
alkyl, aryl, heteroaryl, etc.; X = <CH2)n; n = 1-4; Y = 2,4-, 2,5- or 
3, 5 -linking 5-membered heteroaryl comprising 2-3 heteroatoms selected from 
N, 0, and S] , useful in therapy, especially for the treatment of chemokine 
receptor related diseases and conditions, were prepared Thus, a 2 -step 
synthesis of the propionamide II, starting with l-(3,4- 

dichlorobenzyl) piperidin-4-ylamine and Me 3 -chlorocarbonylpropionate , was 
given. The exemplified compds. I were found to be antagonists of the 
eotaxin mediated [Ca+2] i in human eosinophils and/or antagonists of the 
MlP-la mediated [Ca+2]i in human monocytes (no data). Certain 
exemplified compds. I were found to be antagonists of the eotaxin mediated 
human eosinophil chemotaxis (no data) . 
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AB The title compds . [I; Z = CR4R5, CO, CR4R5Z1; Zl = alkylene, alkenylene, 

CONH; Rl = (un) substituted alkyl, alkenyl, 3-14 membered (un) saturated ring 
system which optionally further comprises up to two ring carbon atoms that 
form carbonyl groups and which optionally further comprises up to 4 ring 
heteroatoms selected from N, O, and S; m = 0-1; Q = O, S, CO, etc.; n = 
0-6 (when n = 0, then m = 0); R2 , R3 = H, alkyl; (CR2R3)n = cycloalkyl 
optionally substituted by alkyl; T = NR10, CONR10, NR11CONR10, etc.; X1-X4 
= CH2, CHR12 (wherein R12 = alkyl, cycloalkyl (alkyl ) , CO, etc.); R4 , R5 = 
H, alkyl; R6 = (un) substituted aryl , heterocyclyl ; R10-R11 = H, alkyl, 
haloalkyl, etc.] and their pharmaceutically acceptable salts, useful in 
therapy, especially for the treatment of chemokine receptor related diseases 
(such as inflammatory disease) and conditions, were prepared E.g., a 3-step 
synthesis of the piperidine II was given. The exemplified compds. I were 
found to be antagonists of the eotaxin mediated [Ca2+] i in human 
eosinophils and/or antagonists of the MlP-lct mediated [Ca2+] i in 
human monocytes (no data) . Certain compds. I were found to be antagonists 
of the eotaxin mediated human eosinophil chemotaxis (no data) . 
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AB The title compds . [I; Rl, R2 = (un) substituted Ph; R3 = halo, N02 , alkyl, 
etc.; n = 0-3; R4 = H, OH, NR10R11; A = CO, CH2 , a bond; Q = alkylene; U, 
W and X = (un) substituted C, N; V = (un) substituted N, O; Y = alkylene, 
CO; RIO, Rll = H, alkyl, unsatd. alkyl, etc.; NR10R11 = (un) substituted 
4-8 membered saturated azacyclic ring] and their pharmaceutically acceptable 
salts , useful in therapy, especially for the treatment of chemokine receptor 
related diseases and conditions (no data), were prepared E.g., a 2-step 
synthesis of 4 , 4 -diphenylpiperidine II was given. 
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AB The title compds . [I; Rl = halo, alkyl, alkoxy, etc.; m = 0-2; R2 = H, 

alkyl; R3, R4 = H, alkyl, (un) substituted Ph; R5 = H, alkyl; n = 0-4; X = 
a bond, alkyl; Y = alkyl; Z = OH, NR6R7; R6, R7 = H, alkyl, unsatd. alkyl; 
NR6R7 = 3-8 membered (un) substituted (un) saturated azacyclic ring system 
optionally incorporating one or two further heteroatoms selected from N, O 
and S] and their salts, useful in therapy, especially for the treatment of 
chemokine receptor related diseases and conditions (no data) , were prepared 
E.g., a multi-step synthesis of the title compound II was given. 
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AB The title compds . [I; Rl = (un) substituted alkyl, (un) substituted 3-10 

membered (un) saturated ring system comprising up to two ring carbon atoms that 
form carbonyl groups and comprising up to 4 ring heteroatoms independently 
selected from N, 0, and S; m = 0-1; Q = OCH2 , alkylene, alkenylene; T = 
CONH, or when m = 0, T may addnl . represent a bond, NH, or when m = 1 and 
Q = alkylene, T may addnl. represent NH; n = 1-4; R2, R3 = H, alkyl; V = 
N; W = N, CH; X = O, CO, CHOH, etc.; provided that when W = N, then X = 
either CO or S02 and when W = CH, then X = other than S02 ; R4 = 
(un) substituted Ph] , modulators of chemokine receptor activity (no data) 
useful as antiinflammatories, were prepared E.g., a multi-step synthesis of 
benzamide II was given. 
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AB The title compds . [I; X = O, S, NH, etc.; Y = CH2 , C(O); Rl = pyridyl, 
pyrimidinyl; R2 = (un) substituted Ph, pyridyl, pyrimidinyl] which 
demonstrate antagonist activity at P2X7 receptor, were prepared Thus, 
treatment of triphenylphosphine in THF with di-Et azodicarboxylate 
followed by addition of succinimide and then (±) -1- (biphenyl -4 -yloxy) -4- (3- 
pyridyl) -2-butanol afforded I [X = CH2 ; Y = C(O); Rl = 3-pyridyl; R2 = Ph] 
which showed pIC50 of > 4.50 at P2X7 receptor. 
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AB Title compds. [I; Rl = ( CH2 ) xNHCOR ; R = (un) substituted Ph, -pyridyl, 

-indolyl, etc.; R2 = H or halo; Z = O or CH2 ; X = 1 or 2] were prepared 
Thus, 1-adamantanemethylamine was amidated by 2 , 4 -C12C6H3COC1 to give I 
(Rl = CH2NHCOC6H3Cl2-2,4, R2 = H, Z = CH2 ) . Data for biol . activity of I 
were given. 
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AB Title compds. [I; Rl = Z1C0NHR; R = (un) substituted Ph, -benzothiazolyl , 
-indolyl, -pyridyl, etc.; R2 = H or halo; Z = CH2 or 0; Zl = CH2 , CH2CH2 , 
0CH2, NHCH2] were prepared Thus, 1-adamantaneacetyl chloride was amidated 
by 6-amino-2-methylbenzothiazole to give I (Rl = CH2C0NHR, R = 
2 -methyl -6 -benzothiazolyl, R2 = H, Z = CH2) . Data for biol . activity of I 
were given. 

REFERENCE COUNT: 16 THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L22 ANSWER 13 OF 14 HCAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 



1988 : 75226 HCAPLUS 
108 :75226 

Preparation of 4 -phenyldihydropyridine-3 , 5- 

dicarboxylates as calcium channel blockers 

Baxter, Andrew John Gilby; Dixon, John; 

Mcinally, Thomas; Tinker, Alan Charles 

Fisons PLC, UK 

Eur. Pat. Appl., 77 pp. 

CODEN: EPXXDW 

Patent 

English 

1 



PATENT NO. 



EP 225175 
EP 225175 

R: AT, BE, CH, 
JP 62187453 
PRIORITY APPLN. INFO.: 



KIND 

A2 
A3 
DE, 
A2 



DATE 



APPLICATION NO. 



DATE 



19870610 
19881228 
ES, FR, GB, GR, 
19870815 



EP 1986-309244 



IT, LI, LU, NL, SE 



19861127 



JP 


1986 


-280953 




19861127 


GB 


1985 


-29301 


A 


19851128 


GB 


1985 


-29786 


A 


19851203 


GB 


1985 


-29787 


A 


19851203 


GB 


1986 


-4421 


A 


19860221 


GB 


1986 


-4422 


A 


19860221 


GB 


1986 


-4423 


A 


19860221 


GB 


1986 


-4424 


A 


19860221 


GB 


1986 


-5000 


A 


19860228 


GB 


1986 


-21514 


A 


19860906 



GI 



R302C 




CO2R 5 



R2 N^ ^CHZXRS 

Rl I 




II 



AB The title compds. I 
(un) substituted Ph, 



[Rl = H, alkyl; R2 = ( f luoro) alkyl ; R3 = alkyl; R4 = 
naphthyl, S-containing heterocyclyl ; R5 = (un) substituted 
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alkyl, thietanyl; R6 = H, CH2CH2NH2 , N-containing heterocyclyl , etc.; X = 0, 
NR, SOn, bond; Z = H; ZR = bond; n = 0-2] were prepared as calcium channel 
blockers (no data) . Title compound II (A = H) was stirred with pyridinium 
bromide perbromide in CH2C12 containing pyridine to give II (A = Br) which was 
stirred with NaOMe and pyridin-3-ol in MeCN to give II (A = 3 -pyridyloxy) . 
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AB Calcium channel -blocking (no data) di- and tetrahydropyridinedicarboxylate 
s I [R = OH, Rl = H; RR1 = bond; R2 , R3 = H, (un) substituted alkyl, 
cycloalkyl, heterocyclyl ; Rl = benzof urazanyl , (un) substituted alkyl, Ph, 
pyridyl, R5 , R6 = alkyl, C{X)R1, S(0)nR8, (un) substituted Ph; Rl = amino, 
alkylthio; R8 = alkyl; X = 0, S; n = 0-2] (125 compds . ) were prepared Thus, 
FCH2COCH2C02Me, prepared by condensing FCH2COC1 with 2 , 2 -dimethyl- 1 , 3 - 
dioxane-4 , 6-dione followed by methanolysis , was stirred at 90° with 
2, 3-C12C3H3CHO and H2NCMe : CHC02CHMe2 to give II. 
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L12 12 SEA FILE=HCAPLUS ABB=0N PLU=ON Lll 

L13 334 SEA FILE=HCAPLUS ABB=0N PLU=ON ("BAXTER ANDREW " / AU OR 
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AB The invention relates to a preparation of pyridine derivs . of formula I 

[wherein: A is absent or CH2CH2; Rl is (un) substituted cycloalkyl with at 
least one ring atom is replaced by O, S, S (O) , or CHF, etc.; R2 is 
(un) substituted Ph derivative; R3 is H or alkyl; R4 is H, Me, Et, ally, or 
cyclopropyl; R5 is (hetero) aryl or (hetero) arylalkyl] , useful as CCR5 
receptor modulators. For instance, pyridine derivative II (Pic50 = 9.1 uM) 
was prepared via amination of (3R) -3 - (3 , 5 -dif luorophenyl ) -3 - (tetrahydro-2H- 
pyran-4-yl) propan-l-ol by piperidine derivative III. 
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AB Title compels. I [wherein A = absent, CH2CH2 ; Rl = halo, OH, N02 , CN, 
alkyl, alkoxy, (CH2 ) nSOO -2 -alkyl , (un) substituted (CH2 ) nS02NH2 , NH2 , 
CONH2, Ph, heteroaryl, ureido, etc.; R2 = (halo) phenyl ; (halo) thienyl ; R3 
= H, Me; R4 = (un) substituted heterocyclyl ; n = 0-2; and pharmaceutically 
acceptable salts or solvates thereof] were prepared as chemokine CCR5 
receptor modulators. For example, (R) -3 - (3 -f luorophenyl) -3 - (4 - 
methanesulf onylphenyl) propionaldehyde was coupled with 

5-methanesulf onyl-1- (piperidin-4 -yl) - lH-benzimidazole in the presence of 
sodium trisacetoxyborohydride and AcOH in CH2C12 to give II. The latter 
inhibited binding of MlP-lct to recombinant human CCR5 receptors 
expressed in membranes prepared from Chinese hamster ovary cells with a 
Pic50 (i.e., the neg. log of the IC50 value) of 9.0. Thus, I and 
pharmaceutical compns . comprising them are useful for treating a CCR5 
mediated diseases, such as autoimmune and inflammatory disorders (no 
data) . 
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results of neutral hydrogen (H I) observations of the NGC 
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5044 and NGC 1052 groups, as part of a GEMS {Group Evolution 
Multiwavelength Study) investigation into the formation and evolution of 
galaxies in nearby groups. Two new group members have been discovered 
during a wide- field H I imaging survey conducted using the ATNF Parkes 
telescope. These results, as well as those from follow-up H I synthesis 
and optical imaging, are presented here. J1320 - 1427, a new member of 
the NGC 5044 group, has an H I mass of MH1 = 1.05 + 109 M.sun. and 
MHl/LB = 1.65 M.sun. /L. sun. , with a radial velocity of v = 2750 kms-1. 
The optical galaxy is characterized by two regions of star formation, 
surrounded by an extended, diffuse halo, J024 9-0806, the new member of the 
NGC 1052 group, has MH1 = 5.4 + 108 M.sun., MHl/LR = 1.13 
M. sun. /L. sun. and v = 1450 km s-1. The optical image reveals a 
low- surf ace -brightness galaxy. We interpret both of these galaxies as 
irregular type, with J0249 - 0806 possibly undergoing first infall into 
the NGC 105 2 group. 
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Washington, D. C. 
CODEN: 69FTZ8 

Conference; Meeting Abstract 
English 

The recruitment and activation of select populations 
key feature of a variety of inflammatory conditions, 
is crucial for host defense during inflammation, the 
white blood cells may increase injury by damaging surrounding healthy 
tissue. Monocyte Chemoattractant Protein-1 (MCP-1 or CCL2) is a member of 
the pro- inflammatory cytokines that mediate leukocyte chemotaxis and 
activation. These effects are mediated principally through activation of 
intracellular signalling pathways following binding of MCP-1 to the 
chemokine receptor CCR2b. MCP-1 is a potent chemotactic and activating 
factor for monocytes and memory T-cells and has been shown to regulate 
adhesion mol . expression and cytokine production MCP-1 has been implicated in 
the pathophysiol . of a wide range of both acute and chronic inflammatory 
conditions including rheumatoid arthritis and atherosclerosis. A CCR2b 
antagonist thus represents and attractive target for drug discovery, and 
screening of the corporate compound collection for inhibitors led to 
discover of a low mol. weight indole acid hit. The SAR and optimization of 
this hit into candidate drug 1 will be presented, and discussion made of 
species selectivity issues, DMPK and pre-clin. toxicol. 
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AB The invention relates to a preparation of novel piperidine derivs . of formula I 
[wherein: A is absent or (CH2)2; Rl is alkyl, C (O) NH-alkyl , or C02-alkyl, 
etc.; R2 is alkyl, Ph, heteroaryl, or cycloalkyl; R3 is H or alkyl; R4 is 
(hetero)aryl or (cyclo) alkyl ; X is O or S(O)0-2], useful as modulators of 
chemokine receptor CCR5 . The invention compds . are claimed to be useful 
for the treatment of CCR5 -mediated diseases such as autoimmune, 
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inflammatory, or proliferative diseases. The invented compds . are also of 
value in inhibiting the entry of viruses (such as HIV) into target cells 
(no biol . data). The ability of the invention compds. to inhibit the 
binding of RANTES and MlP-la was assessed (certain compds. of 
formula I have IC50 < 50 uM) . For instance, Pic50 (neg. log of the 
IC50 result) for piperidine derivative II was determined as 6.91 (table XV) 
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Discovery of small molecule antagonists of TRPV1 
Rami, Harshad K. ; Thompson, Mervyn; Wyman, Paul; 
Jerman, Jeffrey C; Egerton, Julie; Brough, 
Stephen; Stevens, Alexander J.; Randall, Andrew 
D.; Smart, Darren; Gunthorpe, Martin J.; Davis, John 
B. 

Neurology and GI CEDD, GlaxoSmithKline, Essex, CM19 
SAW, UK 

Bioorganic & Medicinal Chemistry Letters (2004) , 
14 (14) , 3631-3634 

CODEN: BMCLE8; ISSN: 0 960-894X 
Elsevier Science B.V. 
Journal 
English 

Small mol . antagonists of the vanilloid receptor 1 (TRPV1, also known as 
VR1) are disclosed. Ureas such as 5 (SB-452533) were used to explore the 
structure activity relation with several potent analogs identified. 
Pharmacol, studies using electrophysiol . and FLIPR Ca2+ based assays 
showed compound 5 was an antagonist vs. capsaicin, noxious heat and acid 
mediated activation of TRPV1 . Study of a quaternary salt of 5 supports a 
mode of action in which compds. from this series cause inhibition via an 
extracellularly accessible binding site on the TRPV1 receptor. 
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We present the results of H I observations of the NGC 5044 and NGC 1052 
groups, as part of a GEMS (group evolution multiwavelength study) 
investigation into the formation and evolution of galaxies in nearby 
groups. Two new group members were discovered during a wide-field H I 
imaging survey conducted using the ATNF Parkes telescope. These results, 
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as well as those from follow-up H I synthesis and optical imaging, are 
presented here. J1320 - 1427, a new member of the NGC 5044 group, has an 
H I mass of MHI = 1.05 + 109 M.sun. and MHI/LB =1.65 M . sun . /L . sun . , 
with a radial velocity of v = 2750 km s-1. The optical galaxy is 
characterized by two regions of star formation, surrounded by an extended, 
diffuse halo. J0249-0806, the new member of the NGC 1052 group, has MHI = 
5.4 + 108 M.sun., MHI/LR = 1.13 M . sun . /L . sun . and v = 1450 km s-1. 
The optical image reveals a low surface brightness galaxy. We interpret 
both of these galaxies as irregular type, with J0249 - 0806 possibly 
undergoing 1st infall into the NGC 1052 group. 
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LANGUAGE : Engl i sh 

AB Electrophysiol . recordings from dorsal raphe nucleus (DRN) neurons in rat 
brain slices have revealed that the orexins can cause direct and 
reversible depolarization of the postsynaptic membrane. While it is known 
that the membrane depolarization produced by orexin-A can dramatically 
increase the firing rate of DRN neurons, quant. Pharmacol, anal, that 
dets . the receptor subtype mediating the orexinergic response has not yet 
been performed. Here, we demonstrate that the rank order of potencies of 
orexin receptor agonists to excite serotonergic DRN neurons is 
orexin-A=orexin-B>SB-668875-DM. In contrast, the rank order of potency of 
these agonists to excite noradrenergic locus ceruleus (LC) neurons is 
orexin-A>orexin-B>SB-668875-DM. We show further that the orexin receptor 
antagonist, SB-334867-A, inhibits the effects of orexin-A in the LC and 
DRN with pKB values of 6.93 and 5.84, resp., values similar to those 
calculated for human 0X1 (7.27) and 0X2 (5.60) receptors expressed in CHO 
cells. These data suggest a differential role for 0X1 and 0X2 receptors 
in stimulating distinct populations of monoaminergic neurons in the rat 
CNS with 0X2 receptors exhibiting a more pronounced functional 
significance in serotonergic neurons and 0X1 in noradrenergic neurons. 
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SOURCE: British Journal of Pharmacology (2004), 141(2), 

340-346 

COD EN : BJPCBM; ISSN: 0007-1188 
PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i s h 

AB This study characterizes the binding of a novel nonpeptide antagonist 

radioligand, [3H] SB-674042 (1- (5- (2 -f luoro-phenyl) -2 -methyl -thiazol-4 -yl) - 
1- ( (S) -2- (5-phenyl- (1,3 , 4 ) oxadiazol -2 -ylmethyl ) -pyrrolidin-l-yl) - 
methanone) , to the human orexin-1 (0X1) receptor stably expressed in 
Chinese hamster ovary (CHO) cells in both a whole cell assay and in a cell 
membrane -based scintillation proximity assay (SPA) format. Specific 
binding of [3H] SB-674042 was saturable in both whole cell and membrane 
formats. Analyses suggested a single high-affinity site, with Kd values 
of 3.76 ± 0.45 and 5.03 ± 0.31 nM, and corresponding Bmax values of 
30.8±1.8 and 34.4±2.0 pmol mg protein-1, in whole cell and membrane 
formats, resp. Kinetic studies yielded similar Kd values. Competition 
studies in whole cells revealed that the native orexin peptides display a 
low affinity for the 0X1 receptor, with orexin-A displaying a 
. apprx. five- fold higher affinity than orexin-B (Ki values of 318+158 
and 1516+597 nM, resp.). SB-334867, SB-408124 (1- (6 , 8-dif luoro-2 - 
methyl-quinolin-4-yl) -3- (4 -dimethylamino-phenyl) -urea) and SB-410220 
(1- (5, 8-dif luoro-quinolin-4-yl) -3- (4 -dimethylamino-phenyl ) -urea) all 
displayed high affinity for the 0X1 receptor in both whole cell (Ki values 
99+18, 57+8.3 and 19+4.5 nM, resp.) and membrane (Ki values 
38+3.6, 27±4.1 and 4.5+0.2 nM, resp.) formats. Calcium 

mobilization studies showed that SB-334867, SB-408124 and SB-410220 are 
all functional antagonists of the 0X1 receptor, with potencies in line 
with their affinities, as measured in the radioligand binding assays, and 
with approx. 50-fold selectivity over the orexin-2 receptor. These 
studies indicate that [3H] SB-674042 is a specific, high-affinity 
radioligand for the 0X1 receptor. The availability of this radioligand 
will be a valuable tool with which to investigate the physiol. functions 
of 0X1 receptors . 
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SOURCE: Bioorganic & Medicinal Chemistry Letters (2004), 

14(2), 405-408 

CODEN: BMCLE8; ISSN: 0960-894X 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

AB Screening of the corporate database led to the discovery of a novel series 
of N-benzylindole-2 -carboxylic acid CCR2b chemokine receptor antagonists. 
These compds . demonstrate high affinity and functional inhibition of the 
CCR2b receptor. A discussion of the structure-activity relationships is 
presented, together with evidence for a highly selective receptor binding 
profile . 
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AB Title compds . I [Rl = H, halo, CN, N02 , sulfonyl, OH, alkoxy, etc.; R2 = 
H, halo, CN, sulfonyl, carboxamido, CH20H, etc.; R3 = (un) substituted 
(hetero) aryl] are prepared For instance, 3 - [ (4 -chlorophenyl) thio] -2 , 5 - 
dimethyl -1H- indole is alkylated with Et bromoacetate (DMF, NaH) and the 
product saponified (EtOH/H20, NaOH) to give II. Example compds. have IC50 < 
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10 uM for the rhCRTh2 receptor. I are useful in the treatment of 
respiratory disorders. 
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Journal 
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CASREACT 138:280742 
f a novel class of nitric oxide synthase (NOS) inhibitors, 
, 2 -dihydro-4 -quinazolinamines , and the related 
iperidine-4 , 2 ' (1 ■ H) -quinazolin] -4 ' -amines is described. 

series exhibit nanomolar potency and high selectivity for 
soform of the enzyme (i-NOS) relative to the constitutive 
ro. Efficacy in acute and chronic animal models of 
sease following oral administration has also been 
ing these compds . 
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Neutral hydrogen in galaxy groups 
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We present preliminary results from a study of the H 
x-ray selected sample of nearby loose galaxy groups, 
mult i -wavelength investigation (x-ray, optical and radio) of the formation 
and evolution of galaxies within a group environment. Some initial 
findings of an ATNF Parkes Multibeam wide-area H I imaging survey of 17 
nearby galaxy groups include 2 new, potentially isolated clouds of H I in 
the NGC 1052 and NGC 5044 groups and significant amts. of H I within the 
group virial radii of groups NGC 3557 and IC 1459; 2 groups with complex 
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x-ray structures that suggest they may still be in the act of 
virialization . Here we present ATCA high-resolution synthesis -imaging 
follow-up observations of the distribution and kinematics of H I in these 
4 groups . 
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Pharmacology of vanilloids at recombinant and 
endogenous rat vanilloid receptors 
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Stephen J.; Davis, John B.; Egerton, Julie; 
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School of Biomedical Sciences, Queen's Medical Centre, 
University of Nottingham Medical School, Nottingham, 
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Elsevier Science Inc. 
Journal 
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This study compared the actions of members of five different chemical classes 
of vanilloid agonists at the recombinant rat vanilloid VR1 receptor 
expressed in HEK293 cells, and at endogenous vanilloid receptors on dorsal 
root ganglion cells and sensory nerves in the rat isolated mesenteric 
arterial bed. In mesenteric beds, vanilloids elicited dose-dependent 
vasorelaxation with the rank order of potency: resinif eratoxin 
»capsaicin = olvanil >phorbol 12 -phenyl -acetate 13 -acetate 
2 0-homovanillate (PPAHV) >isovelleral . Scutigeral was inactive. 
Responses were abolished by capsaicin pretreatment and inhibited by 
ruthenium red. In VR1-HEK293 cells and dorsal root ganglion neurons, Ca2 + 
responses were induced by resinif eratoxin>capsaicin=olvanil>PPAHV; all 
four were full agonists. Isovelleral and scutigeral were inactive. The 
resinif eratoxin-induced Ca2 + response had a distinct kinetic profile. 
Olvanil had a Hill coefficient of .apprx.l while capsaicin, resinif eratoxin and 
PPAHV had Hill coeffs. of .apprx.2 in VR1-HEK293 cells. The 
capsaicin-induced Ca2+ response was inhibited in a concentration-dependent 
manner 

by ruthenium red>capsazepine>isovelleral . These data show that 
resinif eratoxin, capsaicin, olvanil and PPAHV, but not scutigeral and 
isovelleral, are agonists at recombinant rat VR1 receptors and endogenous 
vanilloid receptors on dorsal root ganglion neurons and in the rat 
mesenteric arterial bed. The vanilloids display the same relative 
potencies (resinif eratoxin>capsaicin=olvanil>PPAHV) in all of the 
bioassays . 

34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



REFERENCE COUNT: 



L23 ANSWER 15 OF 63 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE : 



HCAPLUS COPYRIGHT 2005 ACS on STN 
2002 : 379222 HCAPLUS 
137 :232795 

Radical cyclisation onto pyrazoles: synthesis of 
withasomnine 

Allin, Steven M. ; Barton, William R . S.; Bowman, W. 
Russell; Mclnally, Tom 

Department of Chemistry, Loughborough University, 
Loughborough, LE11 3TU, UK 

Tetrahedron Letters (2002), 43(23), 4191-4193 



Page 142 



Truong 0 9_8 688 84 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 



CODEN: TELEAY; ISSN: 0040-4039 
Elsevier Science Ltd. 
Journal 
English 

CASREACT 13 7:232 7 95 



AB A novel synthetic protocol for the synthesis of [1 , 2-b] -fused bicyclic 

pyrazoles has been developed using radical cyclization. The protocol uses 
cyclisation of pyrazole-1- (co-alkyl) radicals generated from 
1- [g>- (phenyl selenyl) alky 1] -pyrazole precursors. The pyrazole 
natural product, withasomnine (3 -phenyl -5 , 6 -dihydro-4H-pyrrolo [1 , 2 - 
b] pyrazole) , and larger ring analogs have been synthesized in good yield 
using the protocol. A Bu3SnH-mediated oxidative cyclisation mechanism is 
facilitated by azo or Et3B radical initiators acting as oxidants of the 
intermediate 7c-radicals. 



REFERENCE COUNT: 



25 THERE ARE 25 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L2 3 ANSWER 16 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



63 HCAPLUS COPYRIGHT 2 005 ACS on STN 
2001 : 920229 HCAPLUS 
136:145371 

Discovery of potent and selective peptide agonists at 
the GRP-pref erring bombesin receptor (BB2) 
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Analogs of the nonselective bombesin receptor synthetic agonist 
H-D-Phe-Gln-Trp-Ala-Val-pAla-His-Phe-Nle-NH2 were prepared and their 
biol. activity assessed at the NMB-pref erring/bombesin receptor (NMB-R; 
BB1) , the GRP-pref erring/bombesin receptor (GRP-R; BB2) and the orphan 
receptor bombesin receptor subtype-3 (BRS-3: BB3). Progressive N-terminal 
deletions identified the min. C- terminal sequences required for 
maintaining a significant agonist effect, while an alanine scan, targeted 
changes in stereochem. and other pertinent substitutions identified key 
side-chain and stereochem. requirements for activation. Key structural 
elements required for functional potency at BB1 BB2 and BB3 , and for 
selectivity between these receptor subtypes were established. Synthetic 
peptides were discovered, which were highly potent agonists at BB2 and 
extremely selective over both BB1 and BB3 . 
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AB The title compds . , e.g., [I; Rl = (un) substituted Cl-6 alkyl, C3-7 
cycloalkyl, C3-8 alkenyl or C3-8 alkynyl; R2 = H, Cl-8 alkyl, C3-8 
alkenyl, C3-8 alkynyl, C3-7 cycloalkyl, aryl, heteroaryl, heterocyclyl , 
aryl (Cl-4) alkyl, heteroaryl (Cl-4 ) alkyl , or heterocyclyl (Cl-4) alkyl ; R3 
Cl-8 alkyl, C2-8 alkenyl, mono- or disubstituted amine, C2-8 alkynyl, C3 
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cycloalkyl, C3-7 cycloalkenyl , aryl, heteroaryl, heterocyclyl , aryl 
(Cl-4)alkyl, heteroaryl (Cl-4) alkyl, or heterocyclyl (CI -4) alkyl ; R4 , R5, R6 
and R7 = independently H, (un) substituted CI -6 alkyl, (un) substituted 
S(0)2NH2 or two of R4 , R5, R6 and R7 can join to form, together with the 
ring to which they are attached, a bicyclic ring system or two of R4 , R5, 
R6 and R7 can form an endocyclic bond; X = C(0), S(0)2, C(0)C(0), a direct 
bond or (un) substituted C(0)C(0)N; m and p = independently 0,1 or 2; or a 
pharmaceutically acceptable salt or solvate thereof], compns . comprising 
them, processes for preparing then and their use in modulating CCR5 receptor 
activity (no data) . Thus, reacting isonicotinic acid with 
4 -methyl amino- 1 -(3,3 -diphenylpropyl ) piperidine hydrochloride . (preparation 
given) in the presence of diisopropylethylamine in NMP followed by a solution 
of bromo-tris -pyrrol idinophosphonium hexaf luorophosphate in NMP afforded 
II. 
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Synthetically useful [1 , 2 -a] -fused pyrroles, e.g. 2 , 3 -dihydro-lH- 
pyrrolizidines substituted in the 1- and 7 -positions, were generated by 
acyl radical cyclization onto pyrroles using N- (©-acyl) -radicals 
generated from acyl -selenide precursors. The protocol does not require 
high pressures of CO. Mechanistic studies indicate the key role of azo 
radical initiators as oxidants of the intermediate 7c-radicals. 
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AB The title compds . [I; A = 5-7 membered ring comprising one (un) substituted 

N atom (A being either saturated or including one endocyclic double bond) ; XY 
= N:CR5, N:N; J = N, CR2a; K = N, CR2b; L = N, CR2c; M = N, CR2d (provided 
that no more than 2 of J, K, L and M are N atoms) ; R2a-R2d = H, halo, CN, 
etc.; R3, R3a, R4 , R4a = H, alkyl, hydroxyalkyl , etc.; R5 = H, alkyl, 
cyanoalkyl, etc.], use in modulating CCR5 receptor activity, were prepared 
and formulated. Thus, reacting 3 -phenylbutyraldehyde with 
1- (piperidin-l-yl) benzimidazole (preparation given) in the presence of 
NaBH(OAc)3 in MeOH/AcOH afforded II which showed IC50 of < 50 uM 
against the binding of RANTES, and IC5 0 of < 50 uM against the binding 
of MlP-la. 
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AB The title compds . [I; Rl, R2 = H, halo, Me, Et, OMe; R3 = halo, alkyl , 

alkenyl, etc.; R4 = halo, CF3 , SMe, etc.; R5 = H, halo, CN, etc.; R6 = H, 
halo, alkyl, etc.; provided that when Rl = H, halo or OMe , R2 = H, halo, 
Me, Et or OMe, R5 and R6 are both H, and one of R3 or R4 = Cl, F, or CF3 , 
then the other of R3 or R4 is not halo or CF3] which have useful activity 
for the treatment of inflammatory disease, specifically in antagonizing an 
MCP-1 mediated effect in a warm-blooded animal such as a human being, were 
prepared and formulated. Thus, reacting Et N- (3 -methoxy-4 -chlorobenzyl) -5- 
acetoxyindole-2 -carboxylate (preparation given) with NaOH in MeOH/THF followed 
by treatment with 2M HC1 afforded 70% I [Rl, R2, R5, R6 = H; R3 = OMe; R4 
= Cl] . The tested compds. I had IC50's of £ 50 uM in the hMCP-1 
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receptor binding assay. 
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AB The title compds . [I; Rl = H, halo, OMe; R2 = H, halo, Me, Et, OMe; R3 = 
halo, CF3; R4 = halo, CF3 ; R5 = H, halo; R6 = H, halo; provided that when 
R5 and R6 are both H atom, and one of R3 or R4 is CI or F, then the other 
is not CI or F] and their prodrugs which have useful activity for the 
treatment of inflammatory disease, specifically in antagonizing an MCP-1 
mediated effect in a warm-blooded animal such as a human being, were 
prepared and formulated. Thus, reacting Et N- (3 -trif luoromethyl 
4-chlorobenzyl) -5-acetoxyindole-2 -carboxylate (preparation given) with NaOH in 
H20/MeOH followed by treatment with 2M HC1 afforded 71% I [Rl, R2 , R5, R6 
= H; R3 = CF3; R4 = Cl] . The tested compds. I had ICSO's of < 50 
P-M in the hMCP-1 receptor binding assay. 
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Orexins A and B have recently been discovered and shown to be derived from 
prepro-orexin, primarily expressed in the rat hypothalamus. Orexin-A has 
been ascribed a number of in vivo functions in the rat after 
intracerebroventricular (ICV) administration, including hyperphagia, 
neuroendocrine modulation and, most recently, evidence for a behavioral 
response characterized by an increase in grooming. Here, the authors have 
investigated the orexin- receptor subtypes involved in the grooming 
response to orexin-A (3 ^g, ICV) in the rat. Male rats, habituated to 
clear Perspex behavioral observation boxes, were pretreated with 
antagonists with mixed selectivity for 0X1, 0X2, 5-HT2B and 5-HT2C 
receptor subtypes prior to the administration of orexin-A and the intense 
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grooming response elicited by this peptide assessed. Pretreatment of rats 
with a mixed 0X1/5 -HT2B/2C receptor antagonist 1- (4 -methylsulf anylphenyl ) - 
3-quinolin-4-yl urea (SB-284422) , revealed a significant, but incomplete, 
blockade of orexin-A- induced grooming. Despite the low potency of 
orexin-A at 5-HT2B and 5-HT2C receptors in vitro (pKi<5) , studies were 
undertaken to determine whether downstream 5-HT2B or 5-HT2C receptors mediate 
in the grooming-elicited by orexin-A. While the selective 5-HT2B receptor 
antagonist, SB-215505 (3 mg/kg, PO, 5-HT2B, pKi = 8.58; 0X1, pKB < 5.15) 
failed to effect orexin-A- induced grooming, the selective 5-HT2C receptor 
antagonist, SB-242084 (1 mg/kg, IP, 5-HT2C, pKi = 8.95; 0X1, pKB < 5.1) 
potently antagonized the grooming response to this peptide. This 
suggested that the partial blockade of orexin-A- induced grooming obtained 
with SB-284422 might be attributable to its 5-HT2C and/or 0X1 receptor 
blocking activity. However, complete blockade of orexin-A- induced 
grooming by the subsequently identified selective 0X1 receptor antagonist 
1- (2-methylbenzoxazol-6-yl) -3- [1 , 5] naphthyridin-4-yl urea hydrochloride, 
SB-334867-A (0X1, pKB = 7.4; 0X2, pKB = 5.7), devoid of appreciable 
affinity for either 5-HT2B (pKi < 5.3) or 5-HT2C (pKi < 5.4) receptors, 
provides the first definitive evidence that a central behavioral effect of 
orexin-A (grooming) is mediated by 0X1 receptors . This data suggests that 
orexin-A indirectly activates 5-HT2C receptors downstream from 0X1 
receptors to elicit grooming in the rat. The use of SB-334867-A in vivo 
will enable the role of 0X1 receptors within the rat central nervous 
system to be further characterized. 
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in good yield. The scope of the reaction is discussed, 
that heating I over 130° results in exothermic 
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AB The title compds . [I; X = CH2 , S02 ; Rl = (un) substituted aryl, heteroaryl ; 
R2 = C02H, CN, COCH20H, etc.; R3 = ORIS (wherein R15 = substituted alkyl 
or cycloalkyl, (un) substituted heteroaryl), S(0)qR15 (q = 0-2), (CH2)sC02H 
(s = 0-4), etc.; R4-R7 = H, (un) substituted hydrocarbyl , heterocyclyl , 
etc.] and their pharmaceutically acceptable salts, amides or esters, 
useful in the preparation of a medicament for the inhibition of monocyte 
chemoattractant protein- 1 and/or RANTES induced chemotaxis, were prepared 
and formulated. Thus, hydrolysis of the corresponding ester afforded 93% 
II which showed IC50 of 6.86 uM against hMCP-1 receptor binding. 
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AB Title compds. [I; X = CH2, S02 ; Rl = (substituted) aryl, heteroaryl; R2 = 
C02H, COCH20H, aminocarbonyl , aminosulf onyl , tetrazolyl, S03H, etc.; R3 = 
H, functional group, (substituted) alkyl, alkenyl, alkynyl, aryl, 
heterocyclyl , alkoxy, aralkyl, aralkoxy, cycloalkyl; R4 = ORIS, S(0)qR15; 
q = 0, 1, 2; R15 = substituted H-containing alkyl; R4-R7 = H, functional 
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group, (substituted) hydrocarbyl, heterocyclyl] , were prepared Thus, Et 
N- (3,4-dichlorobenzyl) -4 -mercaptoindole-2 -carboxylate (preparation given) was 
stirred 1 h with NaH in DMF; HO(CH2)3Br was added followed by 16 h 
stirring to give 14% Et N- (3 , 4 -dichlorobenzyl ) -4 - (3 - 
hydroxypropylthio) indole -2 -carboxylate . I showed IC50<50 \xM for 
binding to hMCP-1 receptors. 
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R2 = C02H, CN, C0CH20H, etc.; R3 = H, alkyl, alkenyl, etc.; R4 = CONR15R16 
(wherein R15, R16 = H, alkyl, alkenyl, etc.), (CH2)tR17 (R17 = NR18R19, 
OR20, SOsR21; R18, R19 = H, (un) substituted hydrocarbyl , heterocyclyl ; 
NR18R19 = (un) substituted heterocyclyl; R20 = alkyl, alkenyl, alkynyl, 
etc.; R21 = (un) substituted hydrocarbyl, heterocyclyl; t = 1-4; s = 0-2); 
R5-R7 = H, a functional group, (un) substituted heterocyclyl, etc.], useful 
in therapy, in particular of inflammatory disease, were prepared Thus, 
hydrolysis of the corresponding ester afforded 85% I [X = CH2 ; Rl = 
3,4-Cl2C6H3; R2 = C02H; R3 = H; R4 = CONH (CH2 ) 2NHS02Me ; R5-R7 = H] which 
showed IC5 0 of 0.64 uM against hMCP-1 receptor binding. 
REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L23 ANSWER 27 OF 63 HCAPLUS COPYRIGHT 2 0 05 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000 : 553553 HCAPLUS 
133 : 150460 

Preparation of indole derivatives as MCP-1 antagonists 

Faull, Alan Wellington; Kettle, Jason Grant 

Astrazeneca UK Limited, UK 

PCT Int. Appl., 51 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2000046196 

W: AE, AL, 



AM, 

CZ, DE, DK, 
IN, IS, JP, 
MD, MG, MK, 
SK, SL, TJ, 
AZ, BY, KG, 
RW: GH, GM, KE, 
DK, ES, FI, 
CG, CI, CM, 

CA 2356898 

BR 2000007984 

EP 1150952 

EP 1150952 

R: AT, BE, CH, 
IE, SI, LT, 

TR 200102233 

EE 200100403 

JP 2002536359 

NZ 512680 

AU 770856 

RU 2235090 

AT 280757 

ZA 2001005311 

NO 2001003809 

US 6737435 
PRIORITY APPLN. INFO.: 

OTHER SOURCE (S) : 
GI 



Al 
AT, 
DM, 
KE, 
MN, 
TM, 
KZ, 
LS, 
FR, 
GA, 

AA 

A 

Al 

Bl 
DE, 
LV, 

T2 

A 

T2 

A 

B2 

C2 

E 

A 

A 

Bl 



AU, 
EE, 
KG, 
MW, 
TR, 
MD, 
MW, 
GB, 
GN, 



DK, 
FI, 



20000810 
AZ, BA, 
ES, FI, 
KP, KR, 
MX , NO , 
TT, TZ, 
RU, TJ, 
SD, SL, 
GR, IE, 
GW, ML, 
20000810 
20011106 
20011107 
20041027 
ES, FR, 
RO 

20011221 
20021015 
20021029 
20031128 
20040304 
20040827 
20041115 
20020927 
20011002 
20040518 



WO 2000-GB265 20000131 

BB, BG, BR, BY, CA, CH, CN, CR, CU, 

GB, GD, GE, GH, GM, HR, HU, ID, IL, 

KZ, LC, LK, LR, LS , LT, LU, LV, MA, 

NZ, PL, PT, RO, RU, SD, SE, SG, SI, 

UA, UG, US, UZ, VN, YU, ZA, ZW, AM, 
TM 

SZ, TZ, UG, ZW, AT, BE, CH, CY, DE, 

IT, LU, MC, NL, PT, SE, BF, BJ, CF, 
MR, NE, SN, TD, TG 

CA 2000-2356898 20000131 

BR 2000-7984 20000131 

EP 2000-901259 20000131 

GB, GR, IT, LI, LU, NL, SE, MC, PT, 



TR 2001- 

EE 2001- 

JP 2000- 

NZ 2000- 

AU 2000- 

RU 2001- 

AT 2000- 

ZA 2001- 

NO 2001- 

US 2001- 

GB 1999- 

WO 2000- 



200102233 
403 

597267 

512680 

21213 

124567 

901259 

5311 

3809 

889599 

2461 

GB2 65 



20000131 
20000131 
20000131 
20000131 
20000131 
20000131 
20000131 
20010627 
20010803 
20011019 
A 19990205 
W 20000131 



MARPAT 133 : 150460 



Page 154 



Truong 09_8688 84 




AB The title compds . [I; Rl = H, halo, OMe; R2 = H, halo, Me, Et, OMe; R3 = 
C02H, tetrazolyl, CONHS02R4 (wherein R4 = Me, Et, Ph, 2,5- 
dimethylisoxazolyl, CF3 ) ; T = CH2 , S02 ; A = 3-C1C6H4, 4-C1C6H4, 
2,3-dichloropyrid-5-yl, etc.], useful in the treatment of disease mediated 
by monocyte chemoattractant protein- 1 or RANTES (Regulated Upon 
Activation, Normal T-cell Expressed and Secreted) , such as inflammatory 
disease, were prepared and formulated. Thus, hydrolysis of Et 
N- (3 , 4 -dichlorobenzyl) -5 -hydroxy indole -2 -carboxylate (preparation given) 
afforded 89% I [Rl, R2 = H; R3 = C02H; T = CH2 ; A = 3 , 4 -C12C6H3 ] . Compds. 
I tested had IC50 of < 50 uM against hMCP-1 receptor binding. 
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AB The title compds . [I; X = CH2 , S02 ; Rl = (un) substituted aryl, heteroaryl; 
R2 = C02H, CN, COCH20H, etc.; R3 = H, alkyl, alkenyl , etc.; R4 = NHCOR15 , 
NHS02R15, OCONR16R17 (wherein R15 = (un) substituted alkyl , aryl, 
heteroaryl; R16, R17 = H, (un) substituted alkyl, aryl, heteroaryl; with 
the proviso that at least one of R16 or R17 is other than hydrogen, or 
NR16R17 form (un) substituted heterocyclic ring which optionally contains 
further heteroatoms) ; R5-R7 = H, a functional group, (un) substituted 
hydrocarbyl, heterocyclyl ; and further provided that when R4 = NHCOR15, 
R15 = substituted alkyl, (un) substituted aryl, (un) substituted 
heteroaryl] , useful in the treatment of disease mediated by monocyte 
chemoattractant protein-1 or RANTES (Regulated Upon Activation, Normal 
T-cell Expressed and Secreted) , such as inflammatory disease, were prepared 
and formulated. E.g., a multi-step synthesis of the indole II which 
showed IC50 of 1.17 uM against hMCP-1 receptor binding, was given. 
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AB P2X4 receptors are expressed in specific brain areas. We now describe 
site-specific splice variations of the human P2X4 receptor subunit, 
occurring at residue [YVIG WVFV(W)] near the end of the first predicted 
transmembrane domain. P2x4 (b) is formed by the insertion of an addnl . 16 
amino acids. P2x4(c) is formed by deleting a cassette of 130 amino acids, 
including six of the 10 conserved extracellular cysteine residues. 
Transfection of P2X4 (a) , but not p2x4 (c) , formed functional channels in 
Xenopus oocytes and human 1321N1 cells. After transfection of p2x4 (b) 
small, inconsistent ATP-evoked responses were detected only in the human 
cells, but when co-expressed, p2x4 (b) may alter the function of P2X4 (a) in 
oocytes. The distribution of splice variant RNA within human brain 
suggests regionally-dependent expression. These data indicate that the 
functions of the human P2X4 receptor may be altered by alternative 
splicing . 
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AB Pharmaceutical compns . are disclosed, which comprise the title compds . (I) 

[where A and B taken together = an optionally substituted 5-membered aromatic 
ring which includes at least one heteroatom; X = CH2 or S02 ; Rl = an 
(un) substituted aryl or heteroaryl ring; R2 = organic groups including C02H; 
R3 = H or a range of organic groups] , or a pharmaceutically acceptable salt 
or amide. The compds. were prepared as monocyte chemoattractant protein- 1 
inhibitors for use as antiinflammatory agents and immunomodulators . Thus, 
sodium hydride was added to Et 4H-thieno [3 , 2 -b] pyrrole -5 -carboxylate 
(prepn given) followed by addition of 3 , 4-dichlorobenzyl bromide to form Et 
4- (3 , 4 -dichlorobenzyl) thieno [3 , 2-b] pyrrole -5 -carboxylate (II), where R2 = 
C02Et, in 64% yield. The product was hydrolyzed with sodium hydroxide in 
THF and methanol to form II, where R2 = C02H, in 85% yield. Compds. of 
the invention were tested for hMCP-1 receptor binding and displayed IC50 
values of < 50|j,M. In vitro chemotaxis assays were performed using 
either the human monocytic cell line THP-1 or peripheral blood mixed 
monocytes obtained from fresh, purified human blood. One compound was shown 
to have an IC50 value of 1.66\xM in the hMCP-1 chemotaxis assay, and 
another was shown to have an IC50 of 2.66^M in the RANTES assay. No 
physiol . unacceptable toxicity was observed at the ED for tested compds. of 
the invention. 
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AB Pharmaceutical compns . (I) [where A and B = an (un) substituted alkylene 
chain forming a ring; X = CH2 or S02 ; Rl = an (un) substituted aryl or 
heteroaryl ring; R2 = C02H, CN, C(0)CH20H, (un) substituted amide or 
sulfamide, tetrazol -5 -yl , S03H, or (un) substituted 

isoxazolylsulf amidocarbonyl ; R3 = H, (un) substituted (cyclo) alkyl , 
alkenyl, alkynyl, aryl, hetercyclyl, alkoxy, arylalkyl, or arylalkoxy] , or 
their pharmaceutically acceptable salts, esters, or amides, were prepared as 
monocyte chemoattractant protein- 1 inhibitors for use as antiinflammatory 
agents and immunomodulators . Thus, sodium hydride was added to Et 
cyclopenta [b] pyrrole -2 -carboxylate followed by addition of 3 , 4 -dichlorobenzyl 
bromide to form Et 4- (3, 4 -dichlorobenzyl) -1,4, 5,6- 

tetrahydrocyclopenta [b] pyrrole -2 -carboxylate (II) in 83% yield. Compds . 
of the invention were tested for hMCP-1 receptor binding and displayed 
IC50 values of < 5^M. Compds. of the invention were also tested for 
MCP-1 mediated calcium flux in THP-1 cells and assayed for hMCP-1 mediated 
chemotaxis and RANTES inhibition (no data). No physiol. unacceptable 
toxicity was observed at the ED for tested compds. of the invention. 
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AB The title compds . [I; Rl = CF3 , alkyl, halo, etc.; p = 1-4; T = 

( CHR4 ) mS02 ( CHR4 ) s (wherein R4 = H, alkyl; m = 0-2; s = 0-2; m + s = 0-2); 
X = C02H, tetrazol-5-yl, CN, etc.; A = Ph, naphthyl, f uryl , etc.; R2 = 
CF3, alkyl, halo, etc.; q = 0-4; Z = H, halo, Me, etc.] and their 
pharmaceutically acceptable salts or in vivo hydrolysable esters which 
possess inhibitory activity against monocyte chemoattractant protein- 1 
(MCP-1) , were prepared and formulated. Thus, treatment of Me 
N- (3 -chlorophenylsulf onyl) indole-2 -carboxylate with Lil in pyridine 
afforded 45% II. The tested compds. I generally showed IC50 of < 50 ^iM 
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in the hMCP-1 receptor binding assay. 
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AB The title compds . [I; Rl = CF3 , alkyl, halo, etc.; p = 0-4; T = (CHR4)m 
(wherein R4 = H, alkyl; m = 1-3); X = C02R4, S03H, CN, etc.; A = Ph, 
naphthyl, f uryl , etc.; R2 = CF3 , alkyl, halo, etc.; q = 0-4; Z = H, halo, 
Me, etc.] and their pharmaceutically acceptable salts or in vivo 
hydrolysable esters, useful in the treatment of a disease or condition 
mediated by monocyte chemoattractant protein- 1 (MCP-1) such as rheumatoid 
arthritis, asthma, atherosclerosis, psoriasis, inflammatory bowel disease 
and stroke, were prepared and formulated. Thus, hydrolysis of Et 
N- (3-chlorobenzyl) indole- 2 -carboxylate with 2N NaOH in THF/MeOH afforded 
82% II. The tested compds. I showed generally IC50 of < 50 u.M in the 
hMCP-1 receptor binding assay. 
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AB Xanomeline [3 (3 -hexyloxy-1, 2 , 5 -thiadiazol -4 -yl ) -1,2,5, 6-tetrahydro-l- 
methylpyridine] has been reported to act as a functionally selective 
muscarinic partial agonist with potential use in the treatment of 
Alzheimer's disease. This study examined the functional activity of 
xanomeline at 5-HT1 and 5-HT2 receptors in native tissue and/or human 
cloned receptors. Xanomeline had affinity for muscarinic receptors in rat 
cortical membranes where the ratio of the displacement affinity of 
[3H] -Quinuclidinyl benzilate vs that of [3H] -Oxotremorine-M was 16, 
indicative of partial agonist activity. Radioligand binding studies on 
human cloned receptors confirmed that xanomeline had substantial affinity 
for Ml, M2, M3, M4 , M5 receptors and also for 5-HT1 and 5-HT2 receptor 
subtypes. Carbachol and xanomeline stimulated basal [35S] -GTPyS 
binding in rat cortical membranes with micromolar affinity. The response 
to carbachol was attenuated by himbacine and pirenzepine with pA2 of 8.2, 
6.9 resp. consistent with the response being mediated, predominantly, via 
M2 and M4 receptors. Xanomeline-induced stimulation of [35S] -GTPyS 
binding was inhibited by himbacine with an apparent pKb of 6.3, was not 
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attenuated by pirenzepine up to 3 and was inhibited by the selective 
5-HT1A antagonist WAY10 063 5 with an apparent pKb of 9.4. These data 
suggest the agonist effect of xanomeline in this tissue is, in part, via 
5-HT1A receptors. Similar studies on human cloned receptors confirmed 
that xanomeline is an agonist at human cloned 5-HT1A and 5-HT1B receptors. 
In studies using the fluorescent cytoplasmic Ca2+ indicator FLU0-3AM, 
xanomeline induced an increase in cytoplasmic Ca2+ concentration in SH-SY5Y 

cells 

expressing recombinant human 5-HT2C receptors. Atropine antagonized this 
response, consistent with mediation via endogenously-expressed muscarinic 
receptors. In the presence of atropine, xanomeline antagonized 
5-HT-induced cytoplasmic changes in Ca2+ concentration in cells expressing 
h5 -HT2A, h5 -HT2B and h5-HT2C receptors with potencies similar to its 
affinity at these receptors. These studies indicate that xanomeline is a 
potent agonist at 5-HT1A and 5-HT1B receptors and an antagonist at 5-HT2 
receptor subtypes . 
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GI For diagram (s) , see printed CA Issue. 

AB The title compds . [I; A = benzo ring, 5- or 6-membered aromatic hetero ring 
containing 1-3 N atoms; Rl = (un) substituted Ph, (un) substituted 6-membered 
aromatic hetero ring, etc.; R2 , R3 = H, Cl-6 alkyl , Cl-6 alkoxy, Cl-6 
alkylthio, halo, OH, amino; X = CH2 , CO, 0, S(0)n; n = 0-2] or their 
pharmaceutically acceptable salts, enantiomers or tautomers , useful for 
the therapy or prophylaxis of asthma, rheumatoid arthritis and pain, were 
prepared Three specific I were claimed. For example, condensation of 
6 , 2 -HO (F) C6H3CONH2 (preparation in 51.5% yield from the parent acid given) with 
Et 4 -oxopiperidinecarboxylate gave 77% Et 5 -f luoro-3 , 4 -dihydro-4 - 
oxospiro [2H- (1,3) -benzoxazine-2 , 4 r -piperidine] -1 • -carboxylate . The latter 
was treated with Lawesson's reagent and the resulting (64%) thioamide (2.0 
g) heated with anhydrous NH3 in MeOH to give 1.8 g of a title compound Et 
4 -amino-5-f luorospiro [2H- (1,3) -benzoxazine-2 , 4 ' -piperidine] -1 ' - 
carboxylate. I in vitro inhibited nitric oxide synthase with IC50 <1 
uM. 
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OTHER SOURCE(S): MAR PAT 129:302653 
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AB I (A represents a five membered heterocyclic aromatic ring containing 1 to 3 
heteroatoms which may be the same or different and are selected from O, N 
and S; or a six membered heterocyclic aromatic ring containing 1 to 3 nitrogen 
atoms; Rl = H, alkyl, alkoxy, halo, CF3 ; R2 = H, alkyl; R3 = Ph, 
6 -membered heterocyclic aromatic ring, alkyl, alkenyl alkynyl; R4 = H, alkyl) 
were prepared The compds . are inhibitors of nitric oxide synthase and are 
thereby particularly useful in the treatment or prophylaxis of 
inflammatory disease and pain. E.g., treating 3 -aminothiophene-2 - 
carboxamide with Lawesson's reagent, then with Mel/PhCHO, followed by dry 
NH3 gas in MeCN gave 7-amino-4 , 5 -dihydro-5 -phenylthieno [3 , 2-d] pyrimidine 
hydrochloride . 
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AB Title compds . [I; Tl, Gl, G2 = CH, N; Rl = halo, CF3 , OCF3 , cyano, amino, 
OH, N02, alkyl, alkoxy; LI = (substituted) alkylene, 1 , 2-cycloalkylene, 
alkylenecarbonyl; R2, R3 = H, alkyl; R2R3 = (substituted) alkylene, 
methylenecarbonyl; R4 = CONR7 (CH2 ) nSOpR8 , CONH (CH2 ) qNR9R10 , AY1 ; R7 = H; 
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(preparation given) in DMF was treated with N-3-dimethylaminopropyl-N- 
ethylcarbodiimide, 1-hydroxybenzotriazole , and 2 - (ethylthio) amine in DMF 
to give 44% 4- ( 6 -bromonaphth- 2 -ylsulfonyl) -2- [N-2- 
(ethylthioethyl) carbamoyl] -1- [1- (4 -pyridyl) piperidin-4 - 

ylcarbonyl] piperazine . The latter inhibited Factor Xa with IC50 = 0.004 
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AB The title compds . [I; M2 = NR3 (wherein R3 = H, Cl-4 alkyl) , etc.; XI = a 
bond, Cl-4 alkylene, C2-4 alkylene, etc.; Zl, Zla = H, OH, halo, etc.; X2 
= a bond, Cl-4 alkylene, C2-4 alkylene, etc.; Al = COOH, a metabolically 
stable ester, amide; R13 = H, Cl-4 alkyl, Cl-4 alkoxy, halo] and their 
pharmaceutically acceptable salts, useful as inhibitors of the binding of 
fibrinogen to glycoprotein I lb/ II la, were prepared and formulated. Thus, 
reaction of Me 4 -bromoacetylphenoxyacetate with 1- (4 -pyridyl ) piperazine in 
MeCN afforded the title compound II which showed pICSO of 7.2 against 
platelet aggregation. 
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AB Quinazoline compds . of formula I [Rl, R5 = H, alkyl, alkoxy, alkylthio, 
halogen, OH, NH2 ; R2 , R4 = H, alkyl; R3 = H, alkyl, Ph, heterocyclyl , 
halogen, OH, etc.; R3R4 = ( CH2 ) nZ { CH2 ) m ; n, m = 1-3; Z = CH2 , 
(substituted) NH] are prepared as antiinflammatory agents. Thus, II HC1 was 
prepared from 1- (2 -thiazolylcarbonyl) -4 -piperidone ethylene ketal and 
2 -aminobenzamidine dihydrochloride . II gave IC50 < 25 uM against 
nitric oxide synthase . 
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AB The title compds . [I; Gl, G2 , G3 = CH, N; m = 1, 2; Rl = H, halo, Cl-4 
alkyl; Ml = (substituted) piperidino, piperazino, etc.; A = bond, Cl-4 
alkylene; M2 = piperazino, etc.; M3 = bond, etc.; X = S02 ; Q = naphthyl, 
heterocyclyl] were prepared and formulated. Treatment of 

1- (4 -pyridyl) piperidine-4-carboxylic acid with SOC12 followed by addition 

1- tert-butoxycarbonylpiperazine, deprotection of the intermediate II (Y = 
Boc) with HCl/Et20 and reaction of piperazine II.3HC1 (Y = H) with 

2- naphthylsulfonyl chloride afforded I [Gl, G2 , G3 = CH; Rl = H; Ml = 
piperidino; A, M3 = bond; M2 = piperazino; X = S02 ; Q = 2 -naphthyl] . In 
general, compds. I showed IC50 of 0.001-25 ^M against Factor Xa and of 

> 50 uM against thrombin. 
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A mutual prodrug approach to dual acting thomboxane receptor antagonist - 
thromboxane synthase inhibitor compds . is reported in which TXA2 
antagonist and inhibitory 1,3-dioxanes with hexenoic acid side chains, 
were linked by diester and diamide groups. When linking of the components 
was achieved via di O-alkyl carboxylic esters of catechol, both TXA2 
receptor antagonist activity and TXA2 synthase inhibition were observed for a 
single enantiomer in ex vivo tests following oral dosing to dogs at 5 
mg/kg. 
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r X ^ N 



N— CH2C 




OCH2CO2H 



AB Pyridine derivs . and metabolically labile esters and amides thereof were 

disclosed as pharmaceuticals. The compds . are useful as inhibitors of the 
binding of fibrinogen to glycoprotein Ilb/IIIa. A specifically claimed 
compound is 4- [2 - [4- (4 -pyridinyl) -1-piperazinyl] acetyl] phenoxyacetic acid 
(I) . 
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Preparation of heterocyclic compounds as platelet 
aggregation inhibitors 
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GI 
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N' N > N NCH2CO 

\=/ 





OCH2C02Me 



AB Title compds. [I; (Ml) nQ (M2) 1-nLA wherein = 0, 1; Ml = amino; Q = 

N-heterocyclyl ; M2 = imino; L = template; A = an acidic group , or ester, 
amide derivative, sulfonamide] and pharmaceutically acceptable salts and 
pro-drugs thereof are prepared Me 4 - (bromoacetyl ) phenoxyacetate in MeCN was 
added to 1- (4 -pyridyl ) piperazine in MeCN to give the title compd II. 
Platelet aggregation inhibition was demonstrated by I . Pharmaceutical 
formulations comprising I are given . 
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AB The title compds . R1CON (R2 ) N (R3 ) COX1QX2G [I; G = (un) substituted C02H; Q = 
(un) substituted 1 , 4 -phenylene , (un) substituted 1 , 4 -piperidinediyl ; Rl = 
(un) substituted Ph, (un) substituted pyridinyl, (un) substituted 
4-piperidinyl, (un) substituted 1-piperazinyl ; R2 , R3 = Cl-4 alkyl, 
arylalkyl; XI = direct bond, Cl-4 alkylene; X2 = XI, oxyalkylene, etc.] 
[e.g., 4- [3- (piperazin-l-ylcarbonyl) carbazoyl] -2- 

(carboxymethoxy) phenoxyacetic acid], useful as inhibitors of the binding 
of fibrinogen to glycoprotein Ilb/IIa (no data) [e.g., blood-platelet 
aggregation inhibitors (no data)], are prepared and I-containing formulati 
presented. . 
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Dual-Acting Thromboxane Receptor Antagonist/Synthase 
Inhibitors: Synthesis and Biological Properties of 
[2-Substituted-4- (3-pyridyl) -1, 3-dioxan-5-yl] alkenoic 
Acids 

Faull, Alan W. ; Brewster, Andrew G. ; Brown, 

George R./ Smithers, Michael J.; Jackson, Ruth 

VIMS Department, ZENECA Pharmaceuticals, Alderley 

Park/ Macclesfield/ Cheshire, SK10 4TG, UK 

Journal of Medicinal Chemistry (1995), 38(4), 686-94 

CODEN: JMCMAR; ISSN: 0022-2623 

American Chemical Society 

Journal 

English 




AB The design, synthesis, and pharmacol . of a new class of compds. possessing 
both thromboxane receptor antagonist and thromboxane synthase inhibitory 
properties are described. Replacement of the phenol group of the known 
thromboxane antagonist series 4 (Z) -6- [ (4RS, 5SR) -4- (2 -hydroxyphenyl) -1, 3- 
dioxan-5-yl] hex-4-enoic acid by a 3-pyridyl group led to a series of 
compds., I (R = substituted Ph, X = bond), which were potent thromboxane 
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synthase inhibitors and weak thromboxane antagonists. Further 
modifications at the dioxane C2 position led to compds . , I (R = Ph, 
substituted Ph, X = 0CMe2) , which were potent dual-acting agents. In the 
case of compound I (R = 2 -nitro-4 -methylphenyl , X = 0CMe2) , the dual 
activity was shown to reside almost exclusively in the ( -) -enantiomer . 
Following oral dosing to rats and dogs, (-)-I (R = 2 -nitro-4 -methylphenyl, 
X = 0CMe2) (3 mg/kg) displayed significant dual activity over a period of 
at least 8 h. 
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127-32 

CODEN: BMCLE8; ISSN: 0960- 8 94X 
Journal 
English 

The synthesis and angiotensin II antagonists activity of biphenyl 
tetrazole substituted fused bicyclic analogs of 2-pyridinone is described. 
Potent antagonist activity was found in the 2 -quinolinone, 
thieno [2 , 3 -] pyridine and imidazo [c] pyridine series. 
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Journal 
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The synthesis and All antagonist activities of a series of biphenyl 
2 (H) -pyridinones is described. 4-Hydroxy- and 4 -carboxy-substituted 
pyridinones are particularly potent, both in vitro and in vivo. 
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SOURCE : Bioorganic & Medicinal Chemistry Letters (1992), 

2 (10) , 1181-6 

CODEN: BMCLE8; ISSN: 0960-894X 
DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i s h 

AB The ability of 1, 3 -dioxanes bearing a variety of aromatic heterocycles at C4 
to inhibit thromboxane synthase has been examined Potent dual -acting 
thromboxane receptor antagonist/thromboxane synthase inhibitors have been 
discovered. The thiazole derivative inhibited platelet aggregation in dogs, 
and thus may have antithrombotic activity. 
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AB The title compds . [I; n = 1, 2; Al = CI -6 alkylene; Rl = R2A2 ; A2 = bond, 
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WCR4R5; R2 = (un) substituted Ph; R3 = HO, physiol. acceptable ale. 
residue, Cl-4 alkanesulf onamido; R4, R5 = Cl-4 alkyl; W = 0, CH2 , bond to 
R2; Q = thiazol-5-yl, (un) substituted imidazol-5 -yl] or their 
pharmaceutical ly acceptable salts, useful in the treatment of ischemic 
heart disease, cerebrovascular and peripheral vascular disease, were 
prepared Thus, 4 (Z) -6- [ (2S, 4S, 5R) -2- [1- (4-methyl-2-nitrophenoxy) -1- 
methylethyl] -4- (5 -thiazolyl ) -1, 3 -dioxan-5-yl] hexanoic acid (multistep 
preparation given) in vitro antagonized thromboxane A2 with pA2 = 8.11 and 
inhibited thromboxane A2 synthase with IC50 = 1.6 + 10- 8M with no 
significant prostacyclin inhibitory activity. 
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AB Title compds. [I; A = N, CR5 ; R2 = H, alkyl, halo, C02R21; R1R2 = 

B:CR7CR8 :CR9; B = N, CR6 ; R6-R9 = H, alkyl , alkoxy, SOqR22, C02R23; R3 = 
H, OH, alkyl, alkoxy, (CH2 ) rCO2R10 , (CH2)tR31, amino; R5 = H, alkyl, 
alkanoyl, Ph, halo, cyano, N02 , amino, C0NR11R12, (CH2)mOR13, C02R14; Z = 
Ql, Q2; X = 0, S, imino; Y = (CH2)s, OCHR20, SCHR2 0 , NR28CO; RIO, R14 = H, 
alkyl, Ph, phenylalkyl, (diphenylmethyl ) alkyl ; one of R4 , R20 = C02H, 
tetrazolyl, the other = H; R22 = alkyl; Rll, R13, R21, R23, R28, R31 = H, 
alkyl; R11R12 = CH2CH2MCH2CH2 ; M = O, imino; n, m = 1-6; q = 0-2; r, s, t 
= 0-6], were prepared as angiotensin II receptor blockers (no data). Thus, 
6 -butyl -3 -cyano -2 (1H) -pyridone and Me 4 ' -bromomethyl-1 , 1 1 -biphenyl-2 - 
carboxylate were coupled using NaH in DMF; the product was saponified with 
LiOH followed by conversion to the dicyclohexylamine salt II. 
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spermatozoal heat shock proteins 
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Journal 
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Spermatozoa have highly condensed chromatin and, unlike somatic cells, are 
consequently unable to mount a stress response. However, by using a 
combination of gel electrophoresis and immunoblotting with heat-shock 
protein (hsp) -specific monoclonal antibodies, it was found that proteins 
Mr 95 kDa and 70-75 kDa, corresponding to hsp 90 and multiple forms of hsp 
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70, resp., are present in human spermatozoa. Immunohistochem . localized 
hsp 90 to the neck and tail of unfixed, acrosome-intact spermatozoa. In 
contrast, an equatorial ring surrounding the nucleus was observed in unfixed 
spermatozoa, acrosome-reacted with the calcium ionophore A 23187. The 
ring was stained in cells fixed and permeabilized with ethanol, regardless 
of acrosomal status. The hsp 70 was an abundant surface antigen, and, as 
this protein was also abundant in seminal plasma, the authors believe that 
it may have been directly adsorbed onto the cell surface. More specific 
midpiece, equatorial, and nuclear staining was also observed Possible 
functions for spermatozoal heat-shock proteins are discussed. 
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procedure 
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CASREACT 115:71726 
6-iodogalactosides with either Me or iso-Pr di-Ph phosphite 



lead to diphenylphosphoryl derivs . ; these can be converted by ester 
exchange into dibenzylphosphoryl derivs., which are convenient precursors 
of carbohydrate phosphonic acids. 
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AB The title compds . [I; n = 1, 2; X = H, OH, alkoxy; Y = CH20, CH:CH, 

C.tplbond.C; Al = alkylene; (a) R2 = H and Rl = (un) substituted naphthyl 
or phenyl thioalkyl, R3A2 , Q2A3Q1; R3 = (un) substituted Ph, thienyl, or 
furyl; A2 = (wholly or partially fluorinated) (oxy) alkylene or alkenylene; 
one of Ql, Q2 = (un) substituted benzene moiety and the other = 
(un) substituted benzene, pyridine, or naphthalene moiety; A3 = O, S (0)0-2, 
CO, CONH, NHCO, NHCONH, (oxy ) alkylene , alkenylene, direct bond; (b) Rl = 
trif luoroethyl and R2 = H or Rl = R2 = CF3 ; (c) Rl, R2 = alkyl or R1R2 = 
alkylene; R4 = OH, a physiol. acceptable ale. residue, alkanesulf onamido] , 
which also antagonize TXA2 and are useful for the treatment of ischemic 
heart disease, cerebrovascular disease, asthmatic disease, or inflammatory 
disease, are prepared by reaction of a diol derivative (II; one of Tl, T2 
and the other = H, CR5R60H; R5, R6 = alkyl) with an aldehyde R1CHO or its 
acetal, hemiacetal, or hydrate. Thus, p-MeC6H4S03H was added to a MeCN 
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solution of a pyridyl -1 , 3 -dioxane (III; Rl = R2 = Me) and after stirring 0.5 
h a MeCN solution of 2 - (4 -methoxyphenoxy) -2 -methylpropanal was added and the 
mixture was refluxed 18 h to give III [Rl = 1- (4 -methoxyphenoxy) - 1- 
methylethyl] (IV) . In a test for TXA2 antagonism, IV in vitro inhibited 
U46619-stimulated human blood platelet aggregation with a KB of 3.0 
+ 10-7 M. IV in vitro inhibited TXA2 synthase with an IC50 of 4.0 
+ 10-8 M. 
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A series of 1 , 2 , 4 -triazolo [4 , 3 -a] pyrazine derivs . with human renin 
inhibitory activity which incorporate ( IS , 2S) -2 -amino- 1 , 3 -dicyclohexyl -1- 
hydroxypropane, statine, and (3S, 4S) -4 -amino -5 -cyclohexyl -3 - 
hydroxypentanoic acid transition- state mimetics have been prepared 
Structure-activity relationships for renin inhibitory activity in the 
series are consistent with the 2- [8 -isobutyl-6-phenyl- 1 , 2 , 4-triazolo [4 , 3- 
a] pyrazin-3 -yl] -3- (3 -pyridyl) propionic acid moiety acting as a 
non-peptidic replacement for the P4-P2 (Pro-Phe-His) residues of the 
natural substrate angiotensinogen . Compds . I [R = cyclohexyl, CHMe2, Rl = 
CH2C6H4CH2NH2 -3 ; R = cyclohexyl, Rl = (S ) - (CH2 ) 4CH (NH2 ) C02H] were potent 
inhibitors of partially purified human renin (IC50 values 1.7, 6.8, and 
3.7 nM, resp.), and also effectively lowered blood pressure in 
anesthetized, sodium depleted marmosets following i.v. administration. On 
oral administration however, no blood pressure lowering activity could be 
detected, and absorption studies in bile duct cannulated rats indicate 
that this may be due primarily to poor oral absorption, rather than rapid 
biliary excretion. 
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AB The title compds . [I; R = (CH2 ) nCH : CHA1COR2 ; Al = Cl-6 alkylene; n = 1, 2 ; 
Rl = Cl-6 alkyl, CF3, C3-6 cycloalkyl, Cl-4 alkoxy, Cl-4 alkyl , R3A2 ; R3 = 
pyridyl, (un) substituted Ph; A2 = Cl-6 (oxy) alkylene , C2-6 alkenylene, 
bond; R2 = OH, a physiol . acceptable ale. residue, Cl-4 alkanesulf onamido ; 
X = H, OH, Cl-4 alkoxy] (II) , which are good inhibitors of thromboxane A2 
(TXA2) synthase and possess significant TXA2 antagonist properties, and 
thereby are useful for the treatment of ischemic heart disease, 
cerebrovascular disease, asthmatic disease, and/or inflammatory disease, 
are prepared by Wittig reaction of I [R = (CH2)nCHO] with (R4 ) 3 P : CHA1COR2 . 
Thus, a solution of 2- [ (4, 5-cis) -2 , 2 -dimethyl-4 - (3-pyridyl) -1, 3-dioxan-5- 
yl] acetaldehyde in THF was added to a stirred, ice-cooled solution of the 
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ylide prepared from (H02CCH2CH2CH2 ) Ph3P+ Br- and Me3C0K in THF . The mixture 
was stirred 2 h to give 4 (Z) -6- [2 , 2 -dimethyl-4- (3 -pyridyl) -1 , 3-dioxan-cis- 
5-yl] hexenoic acid which was stirred 60 h at 25° with 2-C1C6H4CHO 
in the presence of p-MeC6H4S03H to give 4 (Z) -6 - [ (2 , 4 , 5-cis ) -2 - (2 - 
chlorophenyl) -4- (3-pyridyl) -1, 3 -dioxan-5-yl] hexenoic acid. II (Rl = R2 = 
OH) inhibited TXA2-mimetic agent U4 6619 -induced human blood platelet 
aggregation in vitro, U46619-induced bronchoconstriction in guinea pigs, 
and U46619- induced hypertension in rats. They also inhibited human 
platelet microsomal TXA2 synthase. 
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Me C02CHMe2 F 



HN 




FCH 2 C0 2 Me CF 3 CI j 



AB Hantzsch-type 1 , 4 -dihydropyridine derivs . , e.g., I, substituted with 

highly electron-deficient aryl groups in the 4 -position, on treatment with 
a variety of basic reagents in non- hydroxy lie solvents, undergo an 
unexpected and ready scission of the inter-ring bond to give the 
corresponding 4 -unsubstituted pyridine and an arene derived from the 
original 4-substituent . The scope of the reaction has been investigated 
and possible mechanisms are discussed. 
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GI 




AB Thiophenone I, prepared by reaction of ClCH2COCH2C02Et with PhNCS, undergoes 
reactions typical of a ketomethylene compound E.g., I with the Vilsmeier 
reagent and P0C13 gave thiophene II (R = CHO) (III) . Ill undergoes normal 
aromatic aldehyde condensation reactions. E.g., Ill with p-ClC6H4NH2 in PhMe 
in the presence of p-MeC6H4S03H gave II (R = CH :NC6H4C1 -p) . 
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AB 1,2-C6H4 (NCS) 2 reacted with MeCOCH2COR (R = 
give thiocarbonyl benzimidazolinethiones , I 



Me, Ph) (NaH, Et20, 2 days) 
(R = Me, Ph) (63 and 65%, 



to 
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resp.) and with CH2(CN)2 and Et02CCH2CN (NaH, Et20, 3 days) to give the 
benzimidazolethiazines II (R = CN, C02Et / Rl = NH2) (39 and 14% # resp.). 
With enamines and ynamines (dry Et20, 4 h) , 1 , 2 -C6H4 (NCS) 2 gave thiazines 
in moderate-to-good yields (33-84%). E.g., 1 , 2 -C6H4 (NCS) 2 with 
pyrrolidin-l-ylcyclohexene gave 84% III, whereas with the ynamine 
Et2NC.tplbond.CMe, 48% II (R = Me, Rl = NEt2) was obtained. 



HCAPLUS COPYRIGHT 2 005 ACS on STN 
1980 : 76397 HCAPLUS 
92 :76397 

Reactions of heterocycles with thiophosgene . Part 
VII. Reactions of benzoxazole, benzothiazole , and 
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Faull, Alan W. ; Hull, Roy 
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Journal of Chemical Research, Synopses (1979) , (5) , 
14 8 
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Journal 
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Benzoxazole reacted with CSC12 and base to give 72% 2 -RC0ZC6H4NCS (I; R = 
H, Z = 0) and 3% 3 - (2 -benzoxazolyl) benzoxazole-2 -thione . 

2- Methylbenzoxazole and N-methyl- and N-phenylbenzimidazole underwent 
similar ring cleavage with CSC12 to give 63-72% I (R = Me, Z = 0; R = H, Z 
= NMe, NPh, resp.). Reaction of benzothiazole with CSC12 gave 13% 

3 - formylbenzothiazole-2 -thione and 38% benzothiazole-2 -thione . 
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AcOCH:CHNCS (I) was prepared in 66% yield by treating 2 -methyloxazole in 
CH2C12 with thiophosgene and aqueous CaC03 at ambient temperature for 16 h. 
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Part 9. 



(7) , 



was 



treated with 4-C1C6H4NH2, PhNHMe, and cyclohexylamine to give 40-68% 
AcOCH:CHNHCSNRRl (R = H, Rl = 4-C1C6H4; R = Me, Rl = Ph; R = H, Rl = 
cyclohexyl, resp.). The treatment of I with NH2NMe2 and ClCH2COCH2C02Et 
gave 37% AcOCH : CHNHCSNHNMe2 and 60% Et 2 - (2 -acetoxyvinylamino) -4 , 5 -dihydro- 
4-oxothiophene-3-carboxylate, resp. The reaction of I with NH2NH2 in EtOH 
(ambient temperature, 72 h) gave 40% AcOCH : CHNHCSNHNH2 , but at reflux 
(overnight) 4 , 5-dihydro-l, 2 , 4-triazine-3 (2H) -thione was obtained (57%). 
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Journal 

English 
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-6-phenylimidazo [2 , 1-b] thiazole reacts with aryl 

give dipolar 1:1 adducts. The adducts are relatively 
olution, exist in equilibrium with starting materials. 

and alkyl isocyanates, however, leads to cyclic 2:1 
fonyl and acyl isocyanates give stable dipolar 1:1 



The 
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The title compds . I (R = Me, X = iodo; R = PhCH2 , X = Br) behave as 
ambident electrophiles , which give ring-opened products on reaction with a 
variety of nucleophiles. Thus, I (R = Me, X = iodo) and KOH gave the 
imidazolinone II, whereas treatment with 4-BrC6H4SNa gave the 
imidazolinethione III. The results are rationalized in terms of thermodn. 
or kinetic control. 
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GB 1006227 19100312 GB 

AB A road-paving material is obtained by adding leather, either in pieces or 
as a pulp, to heated bitumen, pitch, asphalt, tar, oil, or the like. This 
plastic mixture is either spread on the ground with stone, gravel, granit, 
or the like, or the latter materials are added to the 1st mixture before 
spreading. Sand or powdered substance is applied to the surface to 
facilitate rolling or pressing. Leather 12 lbs. and stone 22 lbs. are 
used to each gal. of bituminous substance. 
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